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. BACKGROUND . .. . .. .. ... ...
A. Regulatory History S O R

Silicone gel-filled breast implants have been on the marl<et in the U S s1nce 1963 pr1or to the
May 28, 1976 date when the Medical Dev1ce Amendments were enacted g1v1ng 'FDA the
authority to regulate medical devices such as breast Implants Tn 1976, breast 1mplants were
originally placed into the Class I regulatory category folfowmg a FDA General and Plastic
Surgery Devices Panel. In 1988, FDA issued a final rule classrfyrng breast 1rnplants into Class’

I1, with the requirement that a Premarket Apphcatlon (PMA) submission would be needed after

30 or more months. In April of 1991 FDA required manufacturers to submit, by ]uly of 1991,
PMA’s demonstrating the safety and effectiveness of silicone gel ﬁlled breast implants. McGhan
Medical Corporation (now Inamed) submitted PMA # 1910044, Tn November of 1991 FDA
convened an Advisory Panel to determine whether the data contained in the PMA’s were
sufficient. The Panel concluded that there was 1nsufﬁ01ent information to determine whether
silicone gel-filled breast implants were safe and effectrve Desprte this 1nadequate data the Panel
voted unanimously to advise the FDA that because of a pubhc health need the 1mp1ants should
remain available on the market for breast reconstruction or revision of existing breast implants
while manufacturers collect information to demonstrate the safety and effectlveness of the
implants, e I o

On January 6, 1992 FDA called for a voluntary moratorlum on the use of silicone gel filled
breast implants while the Agency reviewed add1t10na1 safety information subrmtted followmg the
November 1991 Advisory Panel Meeting. In February of 1992, the Advisory Panel met to
review this additional safety information, which focused on reports of autoimmune dlseases in
women with breast implants, information on excessive leakage of some lmplant models, as well
as detection methods for “silent rupture.” The Panel concluded that there was 1nsufﬁcrent
evidence to establish a cause-and-effect relationship between 1mp1ants and 1mmune—related or
connective tissue disorders, but that because of a lack of information on the safety of gel-filled ~
breast implants, new implantations should be Timited to women partrcrpatrng in chmcal studies
which would be designed to collect safety 1nformat10n

: l
i

In April of 1992, FDA denied PMA approval for augmentatton for all silicone gel ﬁlled breast
implants (including P910044), lifted the voluntary moratorium, and allowed ava11ab111ty of gel-
filled breast implants based on 3 stages of avarlablhty Stage 1 “Urgent Need” for those patients
in the process of breast reconstruction or revision of exrstmg 1mp1ants Stage 2 “Adjunct Cl1mca1 ’
Studies for Reconstruction/Revision” de31gned to make the 1mplants available for patlents ‘
seeking breast reconstruction or revision of an ex1st1ng 1mplant and to collect short term (i.e. 3-5
years following implantation) safety 1nf0rmat10n and, Stage 3 “Core Study” clinical studies for
both augmentation and reconstruction des1gned to collect local compllcatlons and effectweness
information. ’ ; S §~

In January of 1996, FDA sent letters to breast 1mplant manufacturers 1nd1cat1ng the general types
of information ant1c1pated in a Core Study protocol 1nclud1ng sample size estlmates separate
evaluation of augrnentatlon and reconstruction  patients, a détermination of silént rupture o
connective tissue screening, determination of gel bleed, and quahty of life assessments. FDA
provided additional clarification of these items as well as specrﬁc types of data analyses and
presentation in its “Guidance for Saline, Silicone Gel and Alternatlve Breast Implants GutdanceA
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for Industry” (herein referred to the Breast Ilnplant Guldance Document) 1n1t1a11y 1ssued on
October 5, 1999, updated on August 13, 2001, and replaced by the current version on February
11, 2002 which is available at http:/www. fda gov/cdrh/ode/gu1dance7 1354. pdf e

On March 30, 1998, McGhan Medical (now Inamed) recelved FDA approval of thelr AdJunct
Clinical Study for patients undergoing breast reconstructlon or revision of existing breast
implants for medical or surgical comphcatrons ‘In June 'of 1998, FDA approved Inamed’s IDE ™
study for their Core Study of augmentation, reconstruction, and revision indications.

B. Summary of Clinical Studies

The sponsor reports data from 4 clinical studies: the Core Study, AdJunct Study, AR90 Study,
and the SEER (Surveillance Epidemiology End Results Reglstry) study. The Core Study,
Adjunct Study, and AR90 Study are prospectlve studles The Core Study, initiated 1 in 1999,
reports on approximately a total of 940 augmentauon reconstructlon and revision patrents with
yearly follow-up intended to 10 years after 1mplantat10n “The Core Study is the only study in
which detailed local complications and effectlveness 1nformatron is collected, and the only study
in which a subset of approximately 34% of the patlents underwent serial screenlng via MRI for
the determination of asymptomatic (i.e. sﬂent) fupture. It constitutes the major clinical
information in support of safety and effectivenéss. The Adjunct study began in 1998 and was
intended to make the implants available for reconstructlon and revision patlents whlle collectmg
limited safety information at years 1, 3, and 5 after 1mplantat10n It prov1des supportlve
information on a more limited number of safety outcomes and for the indications of
reconstruction and revision only. The AR90 Study, a prospective study with yearly follow-uj upto
5 years, enrolled predominantly augmentation patients, and because the devices and surgical
practices used in this study are no longer current, the data from this study are only brleﬂy
summarized. The SEER Registry Study is a retrospective study of breast implant failure in a
cohort of breast cancer patients from 3 SEER sites and reports on implants from manufacturers
other than Inamed. The data from the SEER dre summarrzed in the “Summary Panel
Memorandum.”

C. Product Description

The silicone gel-filled breast implant is composed of a shell sﬂrcone gel ﬁller matenal and a
patch. The shell is composed of multiple layers of a hlgh temperature vulcanized silicone co-
polymer elastomer (polyd1methyld1phenylsﬂoxane) and is made by sequentlal dlpprngs of
mandrels into dispersed elastomer in solvent and heat currng 'An inner layer consists of a higher
percentage of diphenylsiloxane in the co-polymer, and i is intended to decrease drffusmn of
silicone gel fill (i.e. to reduce “gel bleed”). Texturing of the shell is accomplished by adding
additional layers of coating, followed by a layer of dry salt crystaIs and additional 1ayers of
coating. After curing, water and mechamcal abrasion are used to dissolve the salt crystals which
results in the textured surface. Minimum shell thlckne‘s“glranges from 0,013 for smooth implants
to 0.018” for textured shells. Maximum shell thlckness ranges from 0.04” for smooth and 0.06”
for textured shells. The sponsor refers to the’ textured 1mplants as BIOCELL® o

When fully cured, the shells are removed from the mandrel The hole in the shell 1s:covered w1th
a patch (also composed of silicone elastomer) on the posterlor surface, which is vulcamzed :
(using heat and pressure) to the hole. The gel filler i is composed of llnear and platmum—catalyzed
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crosslinked PDMS siloxane polymers. In ordér fo fill the shell, an opening is ‘made in the patch
rim with a needle, and the gel is injected into the shell. After ﬁlhng, the needle hole is sealed '
with silicone adhesive or another dip coat. |

Table 1 below summarizes the characterlstlcs of the various styles of 1mplants for wh1ch the
sponsor is seeking approval All are s1ng1e lumen except for style 15 3 whlch cons1sts of tyo
a larger inferior prOJect1on compared to the superior progectlon The sponsor refers to the
contoured shape as “shaped.” V

o
R Pae A
[ i

Table 1: Summary of Implant Styles ; T
Style Number Shape Surface Number of Lumens

10 round smooth 1

20 round " smooth 1

40 round "~ smooth 1

45 round smooth 1

110 round textured 1

120 round ] textured 1

153 contoured textured 2

II. SUMMARY OF STUDY PROTOCOLS

This section summarizes the clinical protocols for the sponsor s 2 maj or prospectxve chmcal
studies: Core Study and Adjunct Study. The AR1 990 study 1s briefly summanzed 1n Section
VIII. of this review: “1990 Study Summary.” .

A. Core Study Protocol A o ’
This open label, prospective study of Inamed (foriiwrly McGhan "Medlcal)” silicone éel filled
breast implants was de31gned with a total of lO years of follow-up, with at Teast two years of
follow-up obtained prior to submitting a PMA which is cons1stent ‘with FDA’s Guldance on
Breast Implants. Scheduled follow-up visits are at 0-4 weeks 6 months 1 year, and then yearly
to ten years, following implantation.

Females, aged 18 years or older seeking primary augmentatlon (1ndlcat1ons mclude
dissatisfaction with size or shape of breast, asymmetry, pt031s, and aplasia); prlinary
reconstruction (indications include mastectomy for cancer, prophylactic mastectomy, breast
trauma resulting in mastectomy, and contralateral mastectomy during mastectomy or during
placement of permanent implants; prlmary is defined as no previous implant surgery other than
tissue expander) or breast lmplant revision surgery (defined as removal and replacement '
following previous augmentation or reconstruction with 51l1cone or saline-filled breast implants)
and with adequate tissue cover were 1nc1uded Patlents Wlth the followmg COI’ldlthIlS were
excluded: advanced fibrocystic disease con51dered to be. premahgnant without accornpanylng
subcutaneous mastectomy; existing carcmoma ‘of the breast W1thout mastectomy; abscess or
infection; pregnant or nursing; diseases, such as uncontrolled dlabetes which are known to
impact wound healing; tissue characteristics--such as tissue damage from radiation, 1nadequate

tissue, compromised vascularity, or ulcerat1on-wh1cl1 are incompatible with mammoplasty;
o T U
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conditions which constitute an unwarranted surglcal rrsk such as unstable cardlac or pulmonary
problems; psychological characteristics such as inappropriate attitude or motrvatlon and patrents

unwilling to undergo revision surgery, if 1nd1cated

The sample size of 940 patients (500 for augmentatmn 220 for reconstructron and 220 for
revision) was based on estimating the precision around the 95% conﬁdence 1nterva1 of a posmble
complication event rate. Assuming a drop out rate of 20% at 2 years and of 40"/ at, 10 years the
precision around the 95% confidence mtervaI was estlmated to be approxrmately + 2% for
augmentation at 2 years for a complicafion rate of 1%, and a precision of +4% for’
reconstruction or revision at 2 years for a comphcatron rate of 1%. For a more commonly
occurring complication at the 50% rate, the study was powered fora precision of + 10% at2
years for augmentatlon and + 15% for reconstructlon/rewsron at 2 years. At 10 years the
respective precision values are slightly hlgher than at 2 years. ‘This sample size estlmate is
consistent with guidance provided by FDA i in its Guldance Document on Breast Implants

The primary safety evaluations, which were assessed at each follow—up V1s1t were for local
complications. Secondary safety evaluatlons included general medlcal diseases, lactatron
history, reproduction history, abnormal mammography, breast diseases, med1cat1ons and reports
of connective tissue disease diagnosis. An Activities and Lifestyle index, which assessed t pain,
physical function, and a variety of medical signs and symptoms was additionally scheduled to be
collected at years 1, 2, 4, 6, 8, and 10. If the patient reported a dlagnosrs of connectrve tissue
disease, or if the signs and symptoms on the Activities and Llfestyle index suggested a possrble
connective tissue disease, the investigator could refer the ] patlent toa rheumatologlst for
additional diagnostic follow-up and testmg o e

As another primary assessment of safety screenmg for asymptomatlc (i.e. silent) rupture via
MRI, was performed in a subset of 150 augmentatlon 101 reconstructron and 73 revision
patients, who were to undergo serial MRI s screemng for srlent rupture atyears 1,3,5,7,and 9.
This sample size was based on estimating the precision around the 95% conﬁdence 1nterva1 ofa
possible silent rupture event rate. The sample size was based on estlmatlng a prec1slon of +
2.5% for a 5% device silent rupture rate at 9 years and assumlng a 60% drop out rate at 9 years
(and a 15% drop out rate at 1 year), which necessitated enrollment of 525 total devices.
Assuming an overall sample ratio of 50%/25%/25% augmentatlon]reconstructlon/revrsron and
assuming 2.0 dev1ces/pat1ent for augmentatlon 1.3 dev1ces/pat1ent for reconstruction, and 1. 8
devices/patient for revision, the sample size was obtarned MRI examinations were to be
performed at centers with a dedicated breast coil, with readlngs by the local facility sent to the
investigator. The MRI images were sent to a Central MRI Reviewer, ‘who was to be bhnded to
the local facility’s evaluation. The Central Revrewer was to prov1de a report to the 1nvest1gator
and to the sponsor. The investigator, upon rev1ew of the local and the Central MRI results was
to consult with the patient on the approprlate treatment or foIIow-up evaluatron |
Effectiveness assessments included breast measurements in augmentatlon patlents and quahty
of life (at years 1, 2, 4, 6, 8, and 10) measures'of SF-36, MOS 20, Body Esteem’ Scale
Rosenberg Self Esteem, and Tennessee Self Concept Scale

i
v
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B. Core Study Data Reportmg / ’ o f " R 1~ o
For follow-up compliance data reportmg, the sponsor used an addrtlonal 7 months for
determining when a patient was past their theoretically due trmepomt For comphcatlons the
timepoint reported by the patient or detemnned by the physrclan was used to report the timepoint
of complication occurrence. For the endpornts reproductron and lactation problems breast
disease, connective tissue/autoimmune disease, and patient satisfaction, “through 2 years” is
inclusive of all results obtained from 18 through 30 moriths due to a 6 month “window” around
the 2 year time point, and likewise, “through 3 years” is inclusive of + 6 months. ‘
Note that if a patient underwent unilateral implantation and subsequently underwent contralateral
implantation, then on a by-patient basis, all analyses are based on the first implant date By-
implant analyses are based on the separate dates for each of the 1mp1antat10ns Ifa patlent
underwent explantation of all study implants without rermplantatlon that patient was cons1dered
discontinued from further follow-up. The sponsor was encouraged to continue to follow such
patients. However, follow-up is limited in theS€ cases as patients often exited the study Patients
who underwent replacement (i.e. secondary unplantatlon) with study implant(s) continued to
have follow-up information collected; however thrs 1nformatlon was reported separately from
the primary implantation data.

The sponsor provided as secondary analys1s methods, prevalence, which i 1s based on all
patients/implants in which the event is experienced, and incidence, which is the number of new
patients/implants who experienced the event since the last follow-up time pomt “The sponsor
indicates that the denominator used for these secondary analyses is based on the’ number of
patrents/rmplants evaluated at a time point, and that this number is assumed to apply to all
previous visits. I could not confirm the incidence and prevalence values reported by the sponsor
using either expected or actual patients seen; therefore, I wrll not be summarizing thrs
information. -

With respect to local complications, the sponsor collected severlty ratmgs (very mlld mrld
moderate, severe, or very severe) for all local comphcatlons In the original PMA submrss1on
with the exception of extrusion and pneumothorax, mcrdence and risk rate data was provided

only for those events rated moderate, severe, or very severe. Deﬁcrency #10 of FDA’s March 21,
2003 major deficiency letter asked the sponsor to utilize ‘the same reporting method ‘as that used”
in the product labeling for saline-filled breast 1mplants ‘wherein only for the comphcatlons of
asymmetry, breast pain, palpabrlrty, v151b111ty, malposrtron 1rr1tat10n/1nﬂammatron wrmkling,
loss of nipple sensation, nipple paresthe51a delayed wound healrng, capsule calclﬁcatron and ’
skin paresthesia, only comphcatrons with > moderate severrty were reported. Deﬁcrency #11of
FDA’s March 21, 2003 major deficiency letter asked the 'sponsor to combine categones of

similar complications or to re-define categorres into those currently utilized in the labelmg for the
approved saline-filled breast implant labeling. The mformatlon requested in deﬁmencres #10 and
#11 was provided by the sponsor in Amendment 3, and 1t 1s ‘reflected in the tables to follow in
this review. S U IO

!
-

The sponsor defined a reoperation as a visit during which at least one secondary procedure was
performed involving one or more primary study devices. A grven patlent may have had more
than one reoperation, and more ‘than one secondary procedure may have been performed durmg
each reoperation. If more than one reason for reoperatron was grven then a hlerarchy was used

EENE A
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to report the primary reason with dev1ce—re1ated complrcatlons having hrgher status than non-
implant related complications. The sponsor was asked 1 1n deﬁcrencres #4 and #6 of FDA’s March
21, 2003 major deficiency letter to provide revised hleragchles whlc Were -
used for reporting hierarchy in the sahne-ﬁlled breast implant labehng This was prov1ded m
Amendment 3, and it is reflected in this review. The hierarchy for reporting prlmary reason
for reoperation is as follows: device malfunctlon/rupture 1nfect10n capsular contracture,
implant extrusion, necrosis, healing related (with the exceptron of. extrusmn/necrosrs 1nclud1ng
swelling), pain, unsatisfactory cosmetic result dev1ce inj jury (1atrogen1c or traumatlc) breast
cancer, biopsy, patient request, and other. Thls same hlerarchy was used to present the 1mplant
removal/replacement data.

" S
e - S

ti(

With respect to reporting possrble lmplant rupfure for the Core Study, the sponsor 1ncIuded

data from three sources: (1) the check box “suspected rupture ‘on the Comphcatlons Case Report

Form; (2) evidence of rupture noted at explantation or at reoperation and recorded on the Explant
Case Report Form; and, (3) for the subset of approx1mate1y 34% of the Core Study patlents
participating in the serial MRI screening evaluation for silent rupture those devices reported as

,,,,,

“ruptured” or “indeterminate for rupture” by elther the Local or Central MRI reader and recorded * ”

on the MRI Results Case Report Form. ‘ ) e

Most implants initially suspected of rupture by one of the above three methods underwent
additional testing (i.e. implant replacement/removal, subsequent 'MRI screening; follow-up
ultrasound) in an attempt to confirm the rupture status of the implant. The sponsor reports
implants as “confirmed as ruptured” if the rupture was evident at the time of implant
replacement/removal. Therefore, only those implants noted to have visible rupture by the

explanting physician at the time implant removal/replacement were reported as “confirmed

rupture” by the sponsor. The sponsor reports “unconfirmed ruptures” if rupture is suspected by
one of the three sources described above, and a conﬁrmatory follow-up study/procedure (such as

a follow-up MRI or implant removal/replacement) hias niot beer performed. The sponsor reports

implants as “not ruptured” if at implant removal/replacement the physician reported no vrslble
evidence of rupture, or, in the case of rupture noted on MRI, a subsequent serial MRI
examination or subsequent MRI reading 1ndrcated no rupture s

As part of the Device Retrieval Study, all removed 1mplants (from all prospective studies,
including the Core Study) were to be returned to the sponsor for microscopic evaluatron Note
that not all of the implants suspected of rupture and expianted were returned to the sponsor for
this microscopic evaluation. Therefore, some of the 1mp1ants removed/replaced and noted to not
have visible evidence of rupture by the explantlng physwlan may have had mrcroscoprc ev1dence
of rupture. t L

For symptomatic ruptures (i.e. those noted by physwlan exammatron) the onset of symptorns 1s
used in the Kaplan-Merer analyses for determination of the onsef of rupture “For ruptures o
identified via reoperation/explantation, or for asymptomatlc ruptures identified by MRT screenlng V
of a subset of the Core Study patients, because the exact 'date of occurrence of rupture is
unknown, the onset time is estimated by the sponsor as halfway back from the time of
reoperation/explantation/MRI to the last date the lmplant was known to be 1ntact

; e
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C. Core Study Conduct

There were a total of 92 protocol v1olat10ns 1n the Core Study The majorlty of these 1nvolved
patients signing an informed consent document with no or incorrect IRB 1nformat10n or signing
an informed consent document that had missing historical device rupture rate 1nformat10n In the
latter case, the patients were provrded the correct rupture rate information at their next scheduled
follow-up visit. These are minor devmtwns

¢
i

D. Adjunct Study Protocol

This study, a prospective open-label study, was 1n1t1ated in 1998 ‘and’ was 1ntended fo make the ‘

implants available for patients seekmg pnmary “breast reconstructlon or revision of an existing
implant due to medlcal or surglcal comphcatlons whlle collectlng 11m1ted safety 1nformat10n up

,,,,,,

silicone gel-filled breast 1mp1ants The mclusmn crlterla wrth respect fo this mdlcatlon
includes any of the following conditions: post mastectomy surgical removal of the breast for
cancer or other diseases; post trauma or post surgery (for any reason) with total or partlal removal
of the breast resulting in significant deformity; severe ptosrs requmng reconstructlon Ge
mastopexy); any congenital or acquired discrepancy i 1n breast size which | represents a significant
physical deformity including but not limited to pectus excavatum, pectus cannatum thoracic

hypoplasia (Poland’s syndrome), scoliosis, tuberous breasts or congenital absence rev1s1on of an

existing (saline-filled or silicone gel-filled) 1mp1ant duetoa problem such as 1mplant rupture or
significant capsular contracture (Baker Grade III or IV) requlrmg revision; or, contralateral
mammoplasty for one of the aforementioned circumstances, when medically 1ndrcated to provrde
symmetry. Additional inclusion crlterla 1nc1ude the followmg females of any age for which
breast reconstruction is considered approprlate adequate tlssue cover and sahne—ﬁlled 1mplants
are not an appropriate choice. \ ‘

Exclusion criteria include the fo‘llo\\vi'ng “‘advanced ﬁb‘fb’éys”ti’c disease ‘éaﬁsiaéféa“%b“'”ﬁ“é” R

premalignant W1thout accompanymg subcutaneous mastectomy, exrstmg carcmoma ‘of the breast ‘

without mastectomy; abscess or infection in the body at the time of enrollment; pregnant or
nursing; any disease, including uncontrolled diabetes, which is clinically known to 1mpact wound
healing ability; tissue characteristics which are chmcally mcompatlble with mammoplasty (such -
as tissue damage resulting from radiation, madequate tissue, comprom1sed vascularlty, or
ulceration); unwarranted surgical risk; 1nappropr1ate attltude or motivation; augmentatlon
mammoplasty without at least one of the inclusion criteria pertamlng to the indication; diagnosis
of lupus or scleroderma; and, replacement of sahne-ﬁlled 1mplants solely for a less than desrrable
outcome, such as wrinkling.

Sample size is not limited in this study, in keepmg w1th Vtyhe mtentron of makmg these 1mplants
th need, and enrollment is currently ongomg .

available for patients perceived to have a pubhc heals
Implant styles included in this study are Styles 10, 20, 40, 45, 110, 120, and 153, whrch are
included in the styles for which the sponsor is seekmg approval Follow-up frequency is pre-

operatively, 1ntra-operat1ve1y, and at one, three and ﬁve years post-operatlvely

N {
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The complications collected at follow-up mclude the followmg swelhng, redness, breast pain,
bruising, loss of nipple sensation, nipple hypersens1t1v1ty, skin paresthesra skin hypersensrtlvrty,”
delayed wound healing, irritation, wrinkling; implant malposition, asymmetry, 1mplant
palpablhty, implant v1srb111ty capsule calcification, hematoma, seroma, infection, trssue or skin
necrosis, hypertrophic scarring, skin rash, lymphadenopathy, 1mplant extrusion, implant rupture,
Baker Grade capsular contracture. With the exceptlon of capsular contracture all comphcatlons
were to be recorded in terms of severity: very mild, mrld moderate, severe, and very severe.
Additional information collected at follow-up 1ncludes the following: presence/ahsence of
normal/abnormal mammogram, reproductron/lactatlon history, medication use, medlcal history,
patient and physician satisfaction, 1nd1catrons for addltlonal procedures and types of addltronal
procedures performed.

f
i '
r{t

E.  Adjunct Study Conduct L B 7

Protocol deviations included the followrng mformed consent ‘for AdJunct Study not obtamed
prior to surgery (211 patients); IRB suspension (4 1nvest1gators) device implanted at a fac111ty
without IRB approval (86 patlents) patient not ehglble due to 1nc1us1on/exclus1on criteria
violations (26 patients); and, device 1mplanted by a non—authorlzed mvestlgator at aanB

approved site (25 patients). Note that these Vlolatlons do not affect the quahty or the quantlty of T

the data. Of the protocol violations, 23 met no valid 1nclusron criteria (i.e. augmentatlon
indication), 1 patient was pregnant, and 2 were transgender patients. Safety data from these
patients was excluded from the comphcatmn presentatlon N )
Of those protocol deviations in which surgery was performed prior to obta1n1ng mformed consent
for the Adjunct Study (21 1 pat1ents) the sponsor obtained signed informed consent ‘documents
for all except 27 patients. The sponsor 1ndlcates that shrpment of Adjunct Study Dévices has
been suspended at these sites until adequate resolutlon of the protocol Vlolatlons and s1gned
informed consent documents for the Adjunct Study are provtded “The sponsor indicates that in
some cases, patients who do not wish to participate 1n the Adjunct Study have refused to 51gn the
informed consent document for this study. a

Ol. CORESTUDY RESULTS--AUGMENTATIGN R

.

R BN
b
i

A. Patient Disposition—Core Augmentation Cohort

Enrollment of the augmentation cohort occurred between January of 1999 and June of 2000 by
20 investigators at 23 sites. Most of the 1nvest1gators are in private practice as opposed to
academic institutions. Investigators enrolled as few as 2 and as ‘many as 46 patients. Most
investigators implanted one or two of the 7 styles for whrch the sponsor is seeking approval
Note that styles 10 and 20 (smooth surface, moderate and full projection, respectrvely) were not
utilized in this cohort. The least used style was 15 3, double lumen contoured ‘
The date of database closure was March 27 2003; therefore 2 years of follow—up is available
for all patients, with some patients having up to 4%2 years of follow-up. Based on thls date,
83.0% of patients were eligible for a 3 year (+2 months) visit. A total of 495 augmentatlon
patients were implanted. One patient was excluded from the analyses due to v1olat10n of the
inclusion criterion of age 18 years or older; therefore data are reported for 494 patlents (987
devices). Through 3 years (up to 42 months) there were 19 patlents who were known to have
l
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discontinued from the study: 1 due to death (no 1nformat1on gtven obrtuary reported without
cause of death), 5 due to patient choice (i.e. long travel distance or refusal of further follow-up)
and 13 due to removal without replacement of all study 1rnp1ants '

Of the 13 patients (26 implants)who underwent removal w1thout replacement of both study
implants through 3 years (42 months), 4 patients requested a change to saline 1mplants 3
patients no longer wanted the implants, 3 patients underwent replacement with another
manufacturer’s implants, and for 3 patients, an unknown reason was given for not replaclng w:1th
study 1mplants Of note, most of these patlents reported at least one, and in most cases several
complications; 3 of these patients reported no comphcatrons (one patient wanted larger 1mp1ants
one wanted saline, and one reporting no longer wanting the Implants) Of the 10 patlents ’
reporting at least one complication, using the hterarchy for 1mplant rernoval the prlmary ‘reason
for implant removal in these discontinued patlents is as follows capsular contracture (5 R
patients), swelling (2 patients), wrmklmg/npplmg (1 patlent) asymmetry (1 patlent), and
heaviness in implants (1 patient). Note that the sponsor d1d mclude these comphcatlons 1n the
reporting of KM risk rates. S S ;»
Table 2 below summarizes patient dlsposmon through 3 years "The follow-up rate through 3
years (which is actual divided by expected follow-up) is 81. 3% The two year follow-up rate
(data not shown) is 90.1%, which is excellent Note that the sponsor used a +2 month window
for determining those patlents theoretwally due; yet, they used a +6 month window for reporting
cumulative deaths and explants. Because it is unportant to include all known reported deaths and
explants in the reporting of patient disposition, Table 2 below includes data with these
inconsistent timepoints and an explanatlon in the footnotes
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Table 2: Patient Disposition through 3 years ofia by—patlent bas1s——Core Augmentatlon
' Cohort. :
N =494 patrents enrolled1
N =987 devices enrolled ﬁ
Theoretical follow-up®: N =410 patients '
Expected follow-up®: N =396
Actual follow-up: N =322 (81 3%)
o Withdrawals N=76 4 -
Reason for withdrawal Number of patients withdrawn
Death* - o 1 o S
Implant removal ™’ 13
Lost to follow-up 62

Notes: 'Excludes one patient who did not meet 1nclu51on criterion for minimal age of 18 years at
implantation. s

?Based on follow-up to 38 months due to an addltlonal 2 month w1ndow for the 3 year
follow-up visit to determine theoretically due.

3Expected follow-up is theoretical follow—up mmus deaths and removals Wlthout
replacement.

“Based on follow-up to 42 months due to an addltlonal 6 month w1ndow for
determination of deaths and removals. o

“Defined as removal without replacement of all study implants: 4 due to replacement with
saline implants, 3 due to no longer wanting 1mp1ants 3 due to replacement w1th another
manufacturer’s implants, and 3 with no reason glven Note that 10 of these patlents
reported at least one complication. ’

SFive of these patients requested dlscontlnuatlon from the study due to long travel
distance or refusal of follow-up. ¢ =710 ‘

i
I

B. Demographics/Baseline Characterlstlcs—Core Augmentatlon Cohort
i

The demographic and baseline characteristics are summanzed in Table 3 below The medlan

age is 34 years (range 18 to 60 years). Note that the Arnerlcan Soc1ety for Aesthetrc Plastic
Surgery in 2001 indicates that the maj ority of breast augmentation patlents are betw’
of 19 and 50 years old, which is significant in representmg the reproductxve years

Table 3: Patient demographlc and basehne characterlstlcs———Core Augmentatlon
Augmentation
N-= 494 patients

Median age (range) in years 34 (18-60)

Number (%) Caucasian 415 (84.0%)

Median weight (range) in pounds - 1125 (90¥200)

<4 -4
i

The surgical setting, type of anesthesia used, dlstrrbutlon of 1mplant types used incision site,
implant location, and intraoperative medication use is summarized in Tables 4 and 5 below.
Most patients underwent implantation in an outpatlent basis, had general anesthesia, and had
parenteral medication (most commonly antibiotic). There were no surglcal comphca‘uons
reported. Drains were placed in only 18. 6% of 1rnp1antat10ns and concurrent procedures were

12
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performed in only 146 (14.8%) of 1mplantat10ns Of these 146 1mplantat10ns w1th concurrent
procedures, the majority 128 (87.7%) consisted of mastopexy

The majority of implants (68.3%) were placed in submuscular location. The use of smooth
versus textured implants was nearly approximately equal 55% smooth and 45% textured The
majority of implants (92.3% of implants) were placed with some type of pocket 1rr1gat1on The
most common type of pocket irrigation was w1th an ant1b1ot1c

|
i
1

Table 4: Surgical setting, anesthesw and parenteral medlcatlon———Core Augmentatlon S

Augmentanon
N =494 panents
Type of Facility S ,
e Doctor’s Office V - . 235 (47.6%)
e Surgical Center e 196 (39.7%)
e Hospital e 63 (12.8%)
Type of Anesthesia ’
e General (* Local) o 375 (75.9%)
e Local Only o 119 (24.1%)

Parenteral Medication’

¢ Antibiotics o 424 (85.8%)
e Steroid - e 152 (30.8%)
e Anesthetic o 2 (0.4%)
e Sedative e 48 (9.7%)
o Other e 21 (43%)
o None o 67 (13.6%)

Notes: 'The sum of parenteral medication exceeds 100% because more than one type of
medication may have been used for an mdmdual patlent “
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Table 5: Surgical characterlstrcs—Core Augmentatlon

Augmentation
N = 987 implants

Incision Site

e Inframammary o 462 (46.8%)
e Periareolar o 388 (39.3%)
o Axillary o 124 (12.6%)
e Mastopexy Incision/Breast Scar o 13 (1.3%)
Implant Location /
e Submuscular-Complete e 94 (9.5%)
¢ Submuscular-Partial o 580 (58.8%)
¢ Subglandular e 307 (31.1%)
¢ Subcutaneous e . 6 (0.6%)

Product Styles ’
420 (42.6%)

e Style40 (Smooth, round) .
e Style45 (Smooth, round) o 120 (122%)
e Style 110 (Textured, round) e 244 (24.7%)
o Style 120 (Textured, round) e 128 (13.0%)
o Style 153 (Textured, contoured) o 75 (7.6%)
Surgical Pocket Irrigation’ :
e Steroid e 8  (0.8%)
e Antibiotic o 761 (77.1%)
e Betadine e 396 (40.1%)
e Local Anesthetic e 318 (32.2%)
e Not reported o 2 (0.2%)
e None e 76 (7.7%)

Notes: 'The sum of pocket irrigation exceeds 100% because more than one type of i 1rr1gatron
may have been used for an implant. ‘ V

C.  Local Complications—Core Augmentatroli Coh()rt o R

Table 6 below summarizes the 3 year cumulatrve KapIan-Merer (KM) risk rates of ﬁrst
occurrence of complications occurring in > I% patients reported on a by-patrent ba51s

For the majority of local comphcatlon types reported in the Core Augrnentatron Cohort @. e.
asymmetry, breast pain, bruising, delayed wound heahng, hypertroph1c scarrlng, paipabrhty,

irritation, lymphadenopathy, nipple hypersensrtlvrty, other abnormal s searrlng, ptosrs redness, o

seroma, skin hypersensitivity, swelling, wrrnkhng/rrpphng, and other cornphcatlons) the
majority of reports were of very mild or mild severity. There were 1o reports of i 1rr1tat10n or
pneumothorax in the Core Augmentation Cohort

. 1.4&
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Table 6: By patient cumulative Kaplan-Meler (KM) risk rates of first occurrence (95%
confidence interval) of local cornphcatronsI occumng in> 1% through 3 years of
follow-up—Core Augmentation Cohort.

Core Augmentatlon
N 494 Patlents

Comphication

Asymmetry 2.8% (1 3%, 4.4%)
Breast Pain’ ‘ 6.2% (4.0%, 8.4%)
Bruising 4 93% (6.7%, 11.9%)
Capsular Contracture IVIV.~~~ 183%  (5.8%, 10.9%)
Delayed Wound Healing' L1%  (0.1%, 2.1%)
Hematoma ’ 11.0%  (0.1%, 1.9%)
Implant Malposition’ 3.1%  (1.5%, 4.8%)
Implant Rupture’ 1.2%  (0.1%, 2.2%)
Infection ( 1.0%  (0.1%, 1.9%)
Loss of Nipple Sensation’ 3.1%  (1.6%, 4.7%)
Loss of Skin Sensation o 12% (03%,  2.2%)
Other Nipple Complication T 28%  (1.3%, 4.2%)
Ptosis ‘ ‘ . 133%  (1.7%, 5.0%)
Redness ‘ ' 26% (11%  4.1%)
Removal/replacement - C175%  (5.0%, 10.0%)
Reoperation -~ 120.6% (16.8%, 24.4%)
Scarring® 8.1% (5.7%, 10.6%)
Seroma/Fluid Collection o 2.7%  (1.3%, 4.1%)
Skin Rash 13.1%  (1.6%, 4.6%)
Skin Sensation Changes'” -~ 117%  (0.5%, 2.8%)
Swelling / 0 1233% (19.5%, 27.0%)

Notes: 'Includes reports of only > moderate severity for the complications of asymmetry, breast
pain, capsule calcification, delayed wound healmg, implant malposrtlon "
irritation/inflammation, loss of mpple sensation, mpple compllcatlons
palpability/visibility, skin sensation changes, and wrinkling.

*Capsule calcification (0.2%), implant extrusion’ (O 2%), palpab1hty/vrslb111ty (0.6%),
lymphadenopathy (0.4%), lymphedema (0.2%), tissue/skin necrosis (0. 2%)
wrmkhng/rrpplrng (0.7%), nipple paresthes1a/hypersensrt1v1ty (0.8%). and drug reaction
‘to compazine (0.2%) not shown.

3Includes confirmed rupture of 2 silicone gel- ﬁlled 1mplants in2 patlents detected
through explant and 3 suspected yet unconﬁrmed implant ruptures in3 patrents 1dent1fied
by MRI for a total of 5 implant ruptures in 5 patlents Excludes one 1mplant rupture not
confirmed with MRI or explant, and excludes one implant rupture noted to be v1srbly '
intact by the explanting physician but havmg a sharp edge openmg on mrcroscoprc
evaluation (See Frgure 1 for details on rupture)

“Includes all scarring complications.

SIncludes all reports of hypersensmwty, paresthe51a and loss of skin sensauon /
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Reoperation:

With respect to reoperation, there were a total of 248 add1t10nal surglcal procedures performed
in 112 reoperations in 94 of the 494 patlents (19.1%) thropgh 3 years of follow—up in the Core |
Augmentation Cohort. On a by-implant basis, 150 of the 987 p prlmary 1mp1ants ( 15. 2%)
underwent at least one reoperation. Of the 94 patlents undergomg at least one reoperatlon the
majority (79 patients, 84.0%) underwent one reoperatlon 12 patlents ( 12. 8%) underwent 2
reoperations, and 3 patients (3.2%) underwent 3 or more reoperatlons Of the 112 reoperatrons
approximately 75% involved one or two procedures per reoperatron Table 7 below summarizes
the types of reoperation procedures perforrned through 33 years in the Augmentatlon Cohort. The
two most commonly performed procedures were capsule reIated (31 9%) and removal wrth

replacement (20.6%).

T - ;
RYSEEN et oo, L OF
H - ]

Table 7: Types of reoperation procedures performed through 3 years--Core Augmentatlon
Type of Procedure v L Core Augmentatlon
) T4 | N =248 Procedures
. . 13 Years
Removal with replacement ) 51 (20.6%)
Removal without replacement SR 19 (3.6%)
Capsulotomy - 47 (19.0%)
Capsulorraphy ) 4 (1.6%)
Capsulectomy i 28 (11.3%)
Mastopexy ' 42 (16.9%)
Scar revision/wound repair 23 (9.3%)
Implant reposition 14 (5.6%)
Biopsy/removal of tissue/lesion/cyst’ ' 13 (5.2%)
Pocket revision/exploration of implant area/suture removal 9 (3.6%)
Hematoma/seroma aspiration , U5 (2.0%)
Unplanned nipple revision/tattoo 3 (1.2%)
Notes: 'Includes one case of mastect’omy I

.o . . IR
RPN PR A - [

PR ‘ . : i

Table 8 summarizes the primary reason for reoperaﬁon based on the suggested hrerarchy
described in section ILB. of this review. There were 32 primary replacement/remOVal

reoperations through 3 years; the majority of these (24 reoperatlons 75%) were due to a
complication—including unsatlsfactory cosmetic result, which is a chmcally srgmf cant
complication, particularly for a cosmetic 1ndlcat10n———and 8 (25%) were due to patlent request

Of the 26 capsule reoperations, capsular oontracture/pam constituted the primary reason for the
majority of these reoperations (20 of 26; 77%); whlle 6 of the capsule reoperatlons (23%) were

due to an unsatisfactory cosmetic result. ) Co ( R e
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Table 8: ‘Primary reason' for reoperatlon and pnmary procedure performed through 3
years—Core Augmentation Cohort. .
Primary Reason Procedure ( Reoperations
B IN=112
Device Rupture Replacement/Removdl = |1 (0.9%)
Capsular Contracture Replacement/Removal 16 (14.3%)
Capsule Procedure " 19  (17.0%)
Extrusion Replacement/Removal 1 (0.9%)
Necrosis Wound Repair ” 1 (0.9%)
Healing Related Hematoma/Seroma Asplratlon 5 (45%)
Wound Repair/Suture Removal |2 (1.8%)
Nipple Revision/Tattoo 1 (0.9%)
Mastopexy 1 (0.9%)
Pain Capsule Procedure 1 (0.9%)
Unsatisfactory Cosmetic Result | Mastopexy 14 (12.5%)
Scar Revision 11 (9.8%)
Capsule Procedure 6 (5.4%)
Removal/Replacement 5  (4.5%)
Reposmon ixnplant 5  (4.5%)
Pocket Revision =~ == 13 27%)
Breast Area/Implant Exploratlon 1 (0.9%)
Breast Cancer Replacement/Removal 1 (0.9%)
Need for Biopsy Biopsy 110 (8.9%)
Patient Reque"st T Removal/Replacement 8  (7.1%)

Notes: 'Heirarchy: device malfunction/rupture, infection, capsular contracture, extrusmn
necrosis, healing related (hematoma/seroma, delayed wound heahng) pain, unsat1sfactory
cosmetic result (contour deformity, malposition, wrlnklmg/rlpphng, palpab111ty/v151b1hty,
asymmetry, ptosis, scarring), iatrogenic or traumaue injury, breast cancer, bIopsy, patient
request (style/size change, anxiety), other. ;

Implant Replacement/Removal: ’ i

With respect to implant replacement/removal of the 987 pr1rnary augmentatlon dev1ces

implanted, there were 60 1mplants removed (6. 1%) through 3 years for any reason—Table 9—

which were removed/replaced in 32 reoperatlons Of the 60 1mp1ant removal/replacements the

majority (42 of 60 implants; 70.0%) were removed/replaced to treat a “complication, including
those complications categorized as cosmetic, and 30.0% were removed/replaced due to patient
request. Of the 494 augmentation patients, 32 pat1ents (6 5%) underwent at least one ’
removal/replacement through 3 years, with 27 patients (51 1mp1ants) undergomg replacement,
and 5 patients (9 implants) undergoing removal without replacement Of'the 51 1mp1ant "

replacemients, 27 (53.0%) were for an 1ncrease in 1rnplant size.
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Table 9: ‘Primary reason’ for implant replacement/removal through 3 years———Core o
i Augmentation o . . e b N
Primary Reason 3 Years ‘
| N =60 Implants Removed
Complication Treatment/Cosmetlc Outcome . 42_(70. O%)
Rupture ' 2 (3.3%)
Capsular Contracture - 27 (45.0%)
Extrusion 1 (L.7%)
Malposition 6 (10.0%)
Asymmetry 3 (5.0%)
Ptosis 2 (3.3%)
Breast Cancer 1 (1.7%)
Patient Choice S 18 (30.0%)
Change Size/ Style - 13 (21.7%)
Patient Concern” 5 (8 3%)
Notes: 'See section ILB. of this review, “Core Study Data Reporting” under reoperat1on * for
descnptlon of hierarchy. : ’

?The sponsor refers to this as medla anx1ety

Compliance for serial MRI screening: IR e o
Recall that a subset of the Core Study patlents underwent serial MRI screening for
determination of asymptomatic (silent) rupture For the Core Augmentation cohort 166 of the

total 494 Core Augmentatlon patients (331 of the total 987 1mp1ants§ enrolled in the serial MRT cem

subset cohort screening for asymptomatic rupture of thls 166 Core Augmentatlon patlent
subset, 6 patients had removal of their primary 1mp1ants prior to the first screening at 1 year after
implantation. Of the 160 expected patients, there were 139 patlents (87% of expected) who had
their first serial MRI screening at approx1mately 1 year -after implantation. At the second MRI
screening at approximately 3 years after 1mp1antat1on 83 patlents (64% of the 130 expected) had
their second serial MRI screening. At the 3 year screenmg, ‘47 patients (3 6% of the 130
expected) were lost to follow-up. In summary there were 289 implants in 145 patlents which
had at least one MRI screening and are included in the MRI subset for Core T ‘
Augmentation. On a by-implant basis, this represents 29.3 % of the total 987 Core

Augmentation implants. The findings of this screeniug are described in the “Rupture” section ’

below, £ \ p 0 A B ?c Fall R N
| v
Rupture:
The sponsor was asked to provide reports of all dlagnostlc studies related to 1mplant rupture, and
surgical operation notes of all explantations related to 1mp1ant rupture The followmg summary

incorporates this information.

Of the 987 total Core Augmentation implants, 10 1mplants were 1mtlally reported as
“suspected” ruptured through 3 years of follow-up 1 suspected at phys1c1an exam (pam and
tenderness following a motor vehicle accrdent) 2 reported at reoperation, 1 reported at explant
and 6 reported via the MRI screening subset (descrlbed ‘above) of 289 Core Augmentatlon
implants which underwent at least one MRI ; screenmg for asymptomatlc rupture followmg
implantation. These “suspected” ruptures, in some cases ‘underwent additional evaluation,
which is depicted in Figure 1: Flowchart of Ruptures———Core Augmentatlon below The \

18 ’
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following text in this section explains the sponsor s charactenzatlons of these suspected ruptures

as shown in Figure 1. v ;

The one implant suspected of rupture reported by physmran exam followrng a motor veh1cle
accident underwent mammography and clinical follow-up which indicated an intact implant.
Note that although neither explant nor MRI have been performed to deﬁmtlvely rule out a
rupture, this implant was reported as “not ruptured” by the sponsor and is not 1neluded in the
rupture rate. B

Of the two implants suspected of rupture reported at reoperatron (the reoperatron was for Baker
grade IV capsular contracture), both 1mplants were in the same patient. At the reoperatlon--
which was capsulectomy and replacement--one 1mplant was reported as ‘having’ mtracapsular o
rupture and the other was reported as intact by the physmlan This latter 1mplant was returned to \
the sponsor as part of the Device Retrieval Study, and examined mrcroscopwally, reveahng one
“sharp-edge opening,” which according to thé sponsor, rndlcates surgical instrument damage
Note that although mlcroscoplc analysis indicated a rupture in this 1mplant because this rupture
was not reported at explant it is not included in the rupture rate.
¢ {
The one implant suspected of rupture reported at explant was conﬁrmed as an 1ntracapsular \
rupture. This patient initially complained of pain and nodules in the left breast and axilla.” An
ultrasound was obtained which indicated fluid around the implant and echogemc nodules in the
axilla. At explant, an intracapsular rupture was noted by the explantrng surgeon

Of the 6 suspected implant ruptures ldentlfied through MRI screenmg, all were
asymptomatic and were not clinically ev1dent—-—consrdered possibly silent ruptures "Ofthese 6
possible ruptures via MRI, 4 were determined to be ¢ 1ndeterm1nate for MRI rupture by either
the Local or Central MRI radiologist, and 2 were deternnned to, have ev1dence of MRI rupture

cohort. )

Follow-up evaluation of these 6 possible MRI sxlent ruptures is as follows. For the 4 implants
rated indeterminate for rupture at initial MRI screemng, 2 had not yet had a conﬁrmatory study
by the time of database closure and are classrﬁed as “unconfirmed” by the sponsor (a follow-up
MRI was performed approximately 1 year after the 1ndeterm1nate rupture status showing intact
implants for these 2 implants; however, this report was réceived affer the database closure date)
and subsequent MRI of the other two implants apprommately 1 year after the 1ndeterrn1nate
reading indicated intact 1mplants For the 2 1mplants mdrcatmg evidence of rupture on initial
MRI screening, one was confirmed intact by both follow—up ultrasound and subsequent MRI
screening approx1mately 1 year later 1nd1cat1ng Tack of rupture and the other v was not yet
confirmed at the time of database closure (subsequent to database closure, however ‘this 1mplant
which exhibited a keyhole sign and pulling away “from the implant shell was explanted and an
intracapsular rupture was noted). Of the 3 implants which underwent a second MRI examination
indicating no rupture (2 which were 1n1t1ally determined “indeterminate” for rupture and 1 which
had “evidence” of rupture), the sponsor reports all 3 of these as not ruptured.
The sponsor, therefore, reports confirmed rupture via explantatlon of 2 1mplants (both are
intracapsular; one rupture was noted durlng capsulectomy for Baker Grade IV capsular

[
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contracture, and the other rupture reported at: explant for pa1n ax1llary nodulanty, asymmetry,
and capsular contracture following an ultrasound report 1ndlcat1ng ﬂuld around the 1mplant) and
3 are reported as unconfirmed by the sponsor.

?,
-1

3 T L T S T v ’l“ L S e T

In summary, the rupture rate reported by the sponsor 1ncludes 5 1mplant ruptures--z confirmed" ‘
and 3 unconfirmed-in 5 patients through 3 years of follow-up, with one of the three ‘ ‘
“unconfirmed” ruptures determined to be ruptured followmg the database closure date of March
27,2003. Of the 2 ruptured implants reported as confirmed by ‘the sponsor, 0y were found o
via MRI screening; of the 5 total ruptures reported by the sponsor———mcludmg those
categorized as unconfirmed ruptures—3 were from MRI screenmg ‘

If the additional implant confirmed ruptured after the March 27 2003 date of database closure 1s o

included in the confirmed ruptures, of the 3 confirmed ruptures by explant, one Was
asymptomatic and initially 1dent1fied by MRI screenlng

o : i

Recall that less than one-third of the total Core Augmentatlon 1mplants were mcluded in
the MRI screening subset, and that only the first (and par y the second) of 5 serla]
screenings have occurred. Had the proportion of patients undergomg MRI screenlng been \
larger, the rupture rate would likely be larger as well

The sponsor reports a 3 year by-implant cumulative Kaplan—Me1er silent rupture rate of 1 2%
(95% CI: 0.0%, 2.6%) based on 3 implant ruptures, ‘highlighted in grey in Figure 1. The 3" year
by-implant cumulative Kaplan-Meier overall rupture rate (1nclud1ng the 2 1mplants reported as
“confirmed ruptured” and the 3 implants reported as “unconﬁrmed”) is 0.6% (95% CI O l%, ,
1.1%). !

AT A w5 B l .
i

b g B B et e e i

H A

;;;;

ﬁﬁﬁﬁﬁﬁ

20



P020056 Inamed Clinical Summary Memorandum

Figure 1: Flowchart of Rupture — Core Augmentation Cohort

*No MRI
1 Pain after MVA Mammogram - (1 Not Ruptured) confirmation or
[Physician Exam] >  No Rupture —> explantation
performed*
Microscopic One Sharp Edge
(1 Not Ruptured) Evaluation Opening
-~ 2 Baker Grade IV CC— in Reoperation - / -
" same patient v
[Reoperation] Capsulectomy \
~ . . (1 Rupture) . . . e
E 1 Pain and Nodules in - e  Fluid around implant . o N
Left Axilla Ultrasound . ¢  Echogenic nodules in axilla Explant - . (1 Rupture)

“[Explant]

Notes: 1. Information in brackets indicates method of initial suspicion of rupture reported by the sponsor.
\ 2. Information in parentheses indicates final rupture status reported by the sponsor Shading of these
Tt e represents implants included in determination of silent rupture rate.
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Figure 1 (continued): Flowchart of Rupture — Core Augmentation

2" MRI 2 Not Ruptured
4 Indeterminate /
MRI
[MRI] \
2" MRI and (2 Not Ruptured)
mammogram

1 MRI evidence of rupture: local Ultrasound and R \ -
but riot'central radiologist - » (1 Not Ruptured) - : ‘
[MRI] 2MRI ¢ e L

ot o i

1 MRI evidence of Explant : R
rupture: central but not ) g
local radiologist
[MRI]

PR SUU

Notes: 1. Information in brackets indicates method of initial suspicion of rupture reported by the sponsor.
2. Information in parentheses indicates final rupture status reported by the sponsor. Shading of these
represents implants included in determination of silent rupture rate.
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Complications following implant replacement ,
Of the 27 patients (51 implants) who underwent 1mplant removal with replacement through 3

years, complications following implant replacement were reported in 16 patients (24 =~
1mplants) capsular contracture (9 patients), implant malposrtlon (4 patients), ptosrs (2 patients),
breast pain (2 patients), asymmetry (1 patlent) delayed wound healmg (1 patient), hypertroph1c
scarring (1 patient), seroma (1 patient), wrmklmg/rrpphng (1 patrent) and other (1 patrent) ‘Note
that these values are not additive because an’ 1mplant/pat1ent may have reported more than 10ne

occurrence of a comphcatron Risk rates are not shown because of the srnall sample srze
i B } P G

i
) cremags S l
D. General Complications—Core Augmentatron Cohort i

. vﬁyﬂ

Before breast implantation, 81 of the 494 patients ( 16.4%) reported’ the followlng 94
reproductive problems: infertility (20 reports), spontaneous abortion (51 Teports), planned
abortion (9 reports), ectopic pregnancy (9 reports), hysterectomy (3 reports), endometrrosrs (
report), and cervical ligation to treat placenta prevra 1 report) Through 3 years aﬁer breast
implantation, there were 8 patients (1.6%) reporting 9 reproductrve problems 7 reports of
spontaneous abortion (one of these patients also had a planned abortion pre-rmplant),wl report of

ectopic pregnancy, and 1 report of endometrrosrs ‘Without mforrnatron on the number of patrents S

attempting reproduction (which was not collected in the Core tuc y) and without a comparrson
group of age-matched patients having cosmetic breast surgery and followed for the s same ’
duration, it is not possible to draw definitive conclusrons from these data; however, the
percentage of patients reporting a problem post—rmplantatron is lower than that pre—rmplantauon o
This could be due to less reproductive attempts or to reportmg bias.” X }
Before breast implantation, of the 276 patients who attempted to breast feed, 42 patlents (1 5.3%)
reported lactation problems, with 19 of these patrents reportmg specrﬁcally 1nadequate milk

production (45.2%). Through 3 years aftér b ast 1mplantatlon of the 32 | patrents wlro attempted o o

to breast feed, 5 patients (15.6%) reported the followrng lO lactatron problems T report of

mastitis not requiring treatment, 2 reports ‘of mastitis’ requrrrng treatment 4 reports of madequate o f

< s s

milk production, 1 report of excessive milk productron T report of p pam and 1 re ort of \
decreased but still adequate volume of mrlk Followmg rmplantatron of the 5 patlents reportrng .

women attempting to breast feed, a similar proportion reported problems before and affer breast

implantation. Of those women attempting to breast feed and reportrng problems Wlth lactatron a
higher proportion reported inadequate milk - productron followrng 1mplantatlor1 however the
numbers are small and may, therefore, be unrehable T
Prior to breast implantation, there were 30 of 494 patlents (. l%) who reported breast drsease
with 29 of these reported as bemgn and 1 reported as possrble cyst requmng follow-up, whrch

1 confirmed mahgnant 29 conﬁrmed bemgn (1 e. ﬁbrocystrc disease, cyst, or other bemgn breawst”
mass or lump), and 2 unconfirmed (2 patrents reportrng a breast lump on breast self examination
but diagnostic mammogram not yet performed at the trme ‘of database closure) Of the 29 berngn R
breast disease reports post-implant, in 2 patlents benrgn breast drsease was reported pre—rmplant ‘
in the same breast. The incidence of benrgn ‘breast drsease in ‘Core Augmentatron cohort
following breast implantation is 29 of 494 patients (5 9%) The 1ncrdence of benrgn breast
disease reported in the Nurses Health Study (Webb, et al., 2002) is3.9%.
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The one breast malignancy occurred 27 months followmg breast 1mplantat10n in a 39 year old
patient with no family history of breast cancér: “The | patrent 1n1t1ally observed lumps durmg
breast self-examination with biopsy conﬁrrmngI 1ﬂvasrve ductal adenocarcmorna in situ (tumor
size was 1-2 cm with unknown differentiation reported) wrth I 3 nodal 1nvolveme t. The
implant was removed, mastectomy was performed and no new Implant was placed The
incidence of breast cancer in the Core Augmentatlon cohort followmg breast implantation is 1 of

494 patients (0.2%). The incidence rate for invasive breast cancer i is 0. l3% and for Dbreast cancer

in situ is 0.03%, as reported by the U.S. Cancer Statlstlcs %o?ki 'g Group i 3(?02

Prior to implantation, 185 of the 494 patlents had a pre-rmplant mammogram The readmgs
were normal or bemgn in 184 of these andm 1 case, follow-up was requested for a suspected
cyst, but the patient did not obtain a follow-up mammogram Through 3 years of follow-up, 151
of the 494 patients had a mammogram, of whldh 12 werefréported abnormal through 3 years
without such a report at baseline. Of the 12 abnormal t m mniogram results addrttonal follow-up
indicated that 1 had no breast disease and T1 ha emgn breast disease. Ofthe 11 post—rmplant
benign mammogram reports, one patient had an abnormal mammo gram which was bemgn
reported in the same breast pre-implant. Note that thls IS a young, healthy cohort of patients who
may not have had a screening mammogram at either pre—op Or post-op.

With respect to connective tissue/autoimmune dlsease (CTl)) the sponsor reported one new
post-implant report of a CTD through 3 years ‘of follow-up a 46 year old patlent w1th rheumat01d \
arthritis with an onset date of 11 months followmg ‘breast 1mplant surgery The sponsor was
asked to provide the physician notes and results of lahoratory tests pertaining to this d1agnosrs
Review of this information indicates a dlagn051s of non-specrﬁc “arthritis” with noted complamts ,,
of pain in the patient’s hands and right hlp, a negatrve rheumatoid factor, and treatment
consisting of celecoxib on a PRN basrs Based on/ ;
unlikely in this patient.

N
e
I,

s

Recall that the sponsor collected CTD stgns and symptoms from the patlents at baselme and at
1,2, 4, 6,8, and 10 years in the Activities and Llfestyle questxonnalre to a551st in determrmng
CTD diagnoses, if present. This self-administered questronnalre 1ncludes a Modlﬁed Health N
Assessment Questionnaire (MHAQ), which assesses abllrty to perform varlous physwal functions
of daily living, and it includes a variety of s srgns and symptoms related to rheumat1c dlseases and
to general health. Of the 494 Core Augmentatlon patrents data are avallable, r 3

(77.9%) for the MHAQ and for 386 patients (78 l%) for the srgns and symptoms These data are
summarized in Table 10 below. Recall that the intention of this’ Questlonnalre is to 1dent1fy
patients who warrant additional evaluation and referral to a rheumatolog1st Wrthout a

p‘rovrded adlagnosrs of RAis

control/comparison group of patients without 1mplants followed for the same duratlon of follow— l 3

up and with similar demographic characterlstrcs conclusrons cannot be made from these data.

PR BN
[ -y o
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Table 10: Summary of srgns/symptom categorles and selected srgns/symptoms through 2
years after implantation—Core Augmentation. L

Sign/Symptom Category Pre-implant Through 2 years post-
' o implant

N =386 N =386
Skin' 29  (7.5%) 50  (13.0%)
Muscle’ 75 (19.4%) 108 (28.0%)
Joint® 150 (13.0%) 85 (22.0%)
Neurological® 158 (40.9%) 180 (46.6%)
General’ 60  (15.5%) 99 (25.6%)
Other® 52 (135%) T |59  (15.3%)
Gastointestinal’ 101 (26.2%) | 119 (30.8%)

-{ Urinary® 3 (08%) 11 (2.8%)
Muscle weakness 0 (0% .. 112 (3.1%)
Muscle pain/aches/cramps 34 (8.8%) 57 (14.8%)
Joint Pain 10 (2.6%) 26 (6.7%)
Morning Stiffness 39 (10.1%) " T [70  (18.1%)
Fatigue in past week - 27  (7.0%) |58 (15.0%)
Fatigue in past month 6 (1.6%) 143 (11.1%)
Pain 8  (2.1%) 19 (4.9%)

Notes: 'Includes hair loss, skin rash, facial swelhng, ecchymosrs purpura ‘unusual brulsmg,
unusual bleeding, hives, other skin problem.
*Includes muscle weakness, muscle pain/aches/ cramps back pain, neck pam
*Includes joint pain, swelling of hands swelling of other joints, morning stiffness.
*Includes memory problems, problems with thrnkmg, headaches numbness/tmglmg of
arms/legs, losing balance, ringing in ears. ’
SIncludes fever, swollen glands, weight loss, werght gain, fatlgue generahzed pam
SIncludes dry eyes, other eye problems ‘sores in mouth dry mouth problems w1th taste
trouble swallowing. : s ) S
"Includes heartburn, stomach pam/cramps nausea vomrtmg, constrpatron drarrhea dark
stool blood in stool, loss of appetite, and moderate or greater gastrorntestlnal trouble
Includes urinating too often, problems with urmatron

E.  Additional Analyses of Safety Data——Core Augmentatlon Cohort o

The sponsor performed Cox proportional hazards regressron analysrs to determrne whether the
complications of reoperation, implant replacement/removal 1mplant rupture capsular /
contracture, and infection were associated wrth patrent age (<40 years vs. >40 years) antibiotic
pocket irrigation (yes vs. no), betadine pocket 1rr1gatron (yes vs. no), 1mplant placement
(submuscular vs. other), incision site (perrareolar Vs. rnframammary vs. axillary vs. other) devrce
texture (smooth vs. textured), and device shape (round vs contoured) as suggested in FDA’s’
Guidance document on Breast Implants. Thﬁs 1nformat10n is based on an earher date of database
closure of August 30, 2002, :

Findings are summarized in Table 11 below. “The other 1ncrslon 1§ N
with reoperation is mastopexy 1nc1s1on/breast scar and constltuted only 1.3% of the augmentatlon

- 25
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implants enrolled and only 6 of the 125 1mplants (4 9"/) Wthh underwent reoperatlon as of
August 2002. Lack of pocket 1rr1gat1on with' antlblotlcs (whlch mvolved 22.9% of the enrolled
implants and 15 of the 41 explanted 1mplants) Wwas aSsocrated with 1mplant removal/replacement
Lack of pocket irrigation with betadine (whlch 1nvolved 59. 9% of the enrolled 1mplants and 31 of
the 41 explanted implants) was also associated with 1mplant removal/replacement Smooth
surfaced implants (which involved 54.8% of enrolled 1mplants and 34 of 41 explanted implants)
were associated with implant removal/replacement B

. !

Table 11: Summary of risk factor analys1s—-Core Augmentatlon Cohort .
Risk of Complication | Factor Adjusted Risk Ratlo
] es%cey

Reoperation Other vs. periareolar 1nc1510n 157 (24, 133)
Reoperation Other vs. inframammary =~ [53 (2.3, 12.3)
Reoperation Other vs. Axillary - . - - 44 (1.8, 11.2)
Removal/Replacement | No antibiotic pocket irrigatiofl vs.yes | 2.6 (1.3, 5.0)
Removal/Replacement | No Betadine pocket 1rr1gat10n vs. yes 28 (1.3, 5.8

Removal/Replacement Smooth vs. Textured 143 (19, 98

3

- " [P e e d e

F. Effectiveness—Core Augmentation Cohort

With respect to breast size, most patients iﬁé?éase&”6§“t’8§'i*éh“ﬁ sizes. Approx1rnate1y % of
patients experienced no change or decreased breast size due to correctlon of congemtal
asymmetry or change in shape without change in 51ze S
The sponsor collected both patient and phy51c1an sat1sfact10n Because the patlent satlsfactlon 1s .
more relevant, I will omit the summary of phy51c1an satlsfactlon 1nformatlon The sponsor "
collected both general patient satisfaction and satlsfactlon based on pre-operatlve expectat1on of

satisfaction. With respect to general patlen sfactlon of the 425 patlents (of 494) who

completed this questionnaire at 2 years, there was a small decline in mean satisfaction from the

s R

0-4 week follow-up timepoint of 4.9 (SD 0.3) to 4.8 (SD 0. 7) at? §éa£“s Wlth Tespect to patient
satisfaction compared to pre- operatlve expectatlon of sat1sfactlon of the 351 (of 494 patients)
who responded to these questlons most patlents reported belng satisfied or Very sat1sﬁed w1th
their implants at 1 and 2 years post lmplant Approxrmately 2.6% of these patlents were very
dissatisfied or dissatisfied, and another 2.6% were neutral regardmg their satlsfactlon at2 years N
compared to their pre-operative expectatron There were' small but statlstrcally s1gn1ﬁcant .
declines in mean patient satisfaction at l)oth 1 ‘and 2 years compared to pre-operatlve

expectations of satisfaction. The mean pre operatlve expectatlon value of 4 9 (SD O 4) was
compared to 4.6 (SD 0.7) at 2 years. s :

With respect to the Health Status Questlonnalre (SF 36’ and M(5§-20), the core augmentatlon o
cohort reported statistically significantly hlgher levels for all measures at ‘baseline com) pared to
normative values for the general female populat1on There were ttistically significant
declines in some subscales of these measures in breast 1mplant Trecipients over time; however the
2 year values for the augmentation cohort were generally nurnerlcally lngher than normative
values for the general female population (statxstlcal comparlson of 2 year augmentatlon to

normative scores was not performed by the sponsor) The results of selected health status -

i

.
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measures are summarized in Table 12 below“ Note that most of the changes, even those that are
worse, are'small. B v

o

Table 12: Summary of selected health status/QOL measures—Core Augmentation Cohort.

Assessment method Statistically significant | Direction of change
change in pre- to 2 year
post-implant score

SF-36 Role Emotional ' | Yes , | Worse

SF-36 Role Physical Yes o | Worse

SF-36 General Health Yes ' | Worse

SF-36 Pain No . 777 Worse

SF-36 Social / Yes " Worse

SF-36 Physical No =~~~ | 'Worse

SF-36 Vitality | Yes:“:iwiw joito Ui | Worse i

| SF-36 Mental Health u Yes -~ - |Worse

MOS-20 Health Perceptions | Yes 1 , Worse
MOS-20 Physical Functioning No e Worse
MOS-20 Social Functioning = | No | Worse
MOS-20 Mental Health | Yes B | Worse .
TSCS Physical Self | Yes - | Better
Rosenberg Self Esteem " |No 5 | Worse
Semantic Differential - | No i | Same

Body Esteem-Total Score | Yes ~ 7 | Better

Body Esteem-Sexual Attractlveness Yes | Better

Body Esteem-Weight Concern No o Better

Body Esteem-Physical Condition | Yes .. | =~ | Worse 3

IV. CORE STUDY RESULTS—RECONSTRUCTION =~
A. Patient Dlsposmon—Core Reconstruction Cohort

Enrollment of the reconstruction cohort occurred between February 0f 1999 and June of 2000 by
25 investigators at 34 s1tes Investlgators enrolled as few as 1'and as many as 28 patlents Most
investigators utilized one or two of the 7 styles for whlch the sponsor 1"s’seck1ng approval Note 7
that styles 10 and 20 were not utilized in this cohort (nor in the core augmentatlon cohort) The
style least used was style 45 (round, srnooth) and the rnost used style was 153 (contoured
textured, double lumen).

A total of 221 reconstruction patlents were lmplanted and enrolled (361 nnplants) Al of the
patients had traversed their 2 year visit. Table 13 sumf i arlzes the
2 years (August 30, 2002 date of database closure) The“f‘oﬂow—up rate t through 2 years.
- (actual divided by expected) is 95.6%, which is excellent. 'The follow

3 w-up rate throu%h 3 ‘years is
90.5% (not shown), is also excellent. However, because re tlent enrol

after augmentation enrollment, 3 year data (+2 months) is avaflaﬁle for only 58.4% of the
reconstruction cohort at the March 27 2003 date of data%ase closure Whlch is Why Table 13

patients theoretically due yet, they used a +6 month w1ndow for reportmg cumulatwe deaths and o

1‘\
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reportmg of patient disposition, Tab
and an explanation in the footnotes.
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Through 3 years (up to 42 months), there v were 26 patlents who were known to have
discontinued from the study: 7 due to death (5 due to breast cancer recurrencé 1 xa«utomoblle o
accident, and 1 unknown) 16 patlents due't to ‘removal w1thout replacernent of all study 1mplants
(21 implants; 6 ouateral and 9 unnateral panents), 1 due to patlent ch01ce (scheduhng conﬂlct)
and 2 due to patient/physician conflict. ' o |

Of the 16 patients (21 1mplants) who were dtscontmued due to removal thhout replacement of
study implants through 3 years (up to 42 months) 4 patlents underwent replacement with
saline or a non-study gel device, 5 pauents underwent replacement with another rnanu:tacturer S
implant, in 6 an unknown reason was given for not replacmg with study 1mplants ‘and' 1 patlent :
reported being not satisfied. It is significant to note that all 16 of these pat1ents experlenced at
least one, and in most cases, several complications. Usmg the same h1erarchy as for 1mplant o
removal, the reasons for removal in these dlscontmued patxents are as follows rupture @
patients), infection (1 pat1ent) capsular contracture (5 patlents) swelllng (4 pat1ents) pain [€
patients), and asymmetry (1 patient). Note that the s sponsor 1ncluded these comphcat1ons inthe
KM risk rates.

- 1‘
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Table 13: Patient disposition through 2 years on a by—pat1ent bams——Core Reconstructlon

Cohort,

N =221 patients enrolled
N =361 devmes enrolled”

Theoretical follow—up N =221 pat1ents
Expected fi ollow—up N =203
Actual follow-up: N =194 (95.6%)

Withdrawals N = 27

Reason for withdrawal - L | Number of patients w1thdrawn ,
Death’ |6
Implant removal™* 12

Lost to follow-up’ 9

Notes: 'Based on follow-up to 26 months due to an add1t1onal 2 month wmdow for determmmg ’
theoretlcally due for the two year visit.
Expected follow-up is theoretical follow—up mlnus deaths and removals w1thout ‘
replacement. : S
*Based on follow-up to 30 months due to an add1t10na1 6 month w1ndow for
determmatxon of cumulative deaths and removal of all 1mplants
*Defined as removal without replacement of all study 1mplants 4 due to replacement with
saline, 3 due to no longer wanting unplants 2 due to replacement w1th another V
manufacturer’s implants, and 3 with no reason glven Note that all of these patxents
reported at least one complication. I A
*One patient reported change in physician due to scheduhng conflict; two patlents
reported patient/physician conflict and one of these patients additionally had'
comphcat1ons necessn;atmg breast reductlon and seoondary closure of wound dehlscence
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B.  Demographic/Baseline Charactéri§tlcsl—Core Reconstruction Cohort

atized in Ta \,1\8‘14"‘5&1‘6\&?““” S

3

The demographic and baseline characteristics aresumm

Table 14: Patient demographic and baseline characterlstlcs—~Core Reconstructron |
Reconstruction
N =221 Patients y
Median age (range) in years 150 (26— 82) i
Number (%) Caucasian {194 (87.8%)
Median weight (range) in pounds 1138 (91 —240)

2 Y

The procedure performed, surgical settrng, ‘type of anesthesia used, drstrrbutlon of 1mp1ant styles o

used, incision site, vmﬂ‘ﬂnt loca'von and rntracperatfve 1ucd1uauuu use rb summarized 111 1 ames _

reconstructron had general anesthesia, and had parenteral medication (mostly antlblotlc) There ™~

was one surgical complication reported: reopened to venfy hemostasrs~no hematoma noted
Drains were placed in 62.3% of implantations, and conc‘urre_nt procedures were commonly

N s R b B B

performed: 253 of 361 1mp1ants (70 1% of implants) were placed with 432 concurrent procedu.res
(an implant may have been placed with more than one concurrent procedure). Of the 253
implants placed with 432 concurrent breast procedures the rnaJ or1ty of procedures 1nvolved
capsule procedures (199 of 432 procedures; 46. 1%) rupple reconstruction (93 of 432 ‘procedures;
21.5%), and concurrent flap procedures (37 of 432 procedures 8.6%).

The majority of implants (88. 6%) were placed in submuscular locatlon usmg the mastectomy
scar. The use of textured 1mplants exceeded that of srnooth implants (86 7% te?‘qlfﬁd Versus

13.3% smooth). The majority of 1mplants (86 4%) were pIaced with pocket 1rr1gatlon “The most
common type of pocket irrigation used was antlblotlc (60 9%) and betadlne (53 7%)

P B
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Table 15:  Surgical setting, anesthesia, and parenteral med1cat10n—-——Core Reconstructlon: .

Reconstruction
N = 221 patients

Procedure Performed'
e Immediate reconstruction
e Delayed reconstruction

o 158 (71.5%)
o 62 (28.1%)

e Contralateral augmentation e 1  (0.5%)
Surgical Setting ' ‘

e Hospital e 153 (69.2%)

e Surgical Center e 68  (30.8%)
Type of Anesthesia

¢ General (£ Local) o 219 (99.1%)

e Local Only e 2 (0.9%)

Parenteral Medication®

e Antibiotics o 209 (94.6%)
e Steroid o 52 (23.5%)
® Anesthetic o 1 (0.5%)
e None o 11 (5.0%)
Notes: "The majority of patlents undergomg immedlate reconstructmn ‘had ti t1ssue

expanders (140 of 158 patients). The majorlty ‘of patients undergomg deIayed o
reconstruction had tissue expanders (53 of 62 patlents) Contralateral
augmentation refers to side opposite of fram “flap reconstruction.

The sum of parenteral medication exceeds 100% because more than one type of
medication may have been used for an 1n&1v1dua1 patlent o '
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Table 16: Sur € RCCONSIT uuuun

Reconstruction
N =361 Implants _

Incision Site

e Mastectomy Scar o 276 (76.5%)
¢ Inframammary o 72 (19.9%)
e Periareolar e 7  (1.9%)
e Breast Scar o 4 (1.1%)
e [ateral e 2 (0.6%)
Implant Location \ S
e Submuscular-Complete e 109 (30.2%)
¢ Submuscular-Partial e 211 (58.4%)
e Subtissue Flap e 32 (8.9%)
e Subglandular e 8 (2.2%)
e Subcutaneous o 1 (0.3%)
Product Styles

e Style40 (Smooth, round) .
43 (11.9%)

e Style45 (Smooth, round) .

e Style 110 (Textured, round) o 5 (14%)

o Style 120 (Textured, round) e 64 (17.7%)

e Style 153 (Textured, contoured) o 15 (42%)
[ ]

) , 234 (64.8%)
‘Surgical Pocket Irrigation’ ’ ’
e Antibiotic
e Betadine

220 (60.9%)
194 (53.7%)
e Local Anesthetic 93 (25.8%)
e Not Reported 3 . (0.8%)

e None e 49 (13, 6%)

Notes: 'The sum of pocket 1rr1gat10n exceeds 100% because more than one type of pocket
irrigation may have been used for an 1mp1ant

i

Note that of the 221 Core Reconstruction patients, all patlents underwent breast 1mp1antat10n duef“‘f -

to mastectomy with some patients also undergomg contralateral augmentatlon for symmetry
There were 15 patients who did not have breast cancer at the time of breast 1mpiantatron but
presumably were at high risk of developing breast cancer: 14 patients underwent brlateral

prophylactic mastectomy, and 1 patient underwent umlateral prophylactlc mastectomy :

4
.

C.  Local Complications—Core Reconstructmn Cohort AR

Table 17 below summarizes the 3 year cumulative Kaplan—Merer (KM) risk rates of ﬁrst C

occurrence of complications occurring in > 1% patients reported ona by-patlent basrs “
i

-
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Table 17:

follow-up—Core Reconstruction Cohort

By patient cumulative Kaplan-Meier (KM) risk rates of first occurrence (95%
confidence interval) of local comphcatlons ~occurring in > 1% at 3 years of

Core 'Reconstruction
. _ N : 221 Patients

Asymmetry \ 15.3% (8.0%, 22.6%)
Breast Pain' 1 6.0% (1.2%, 10.8%)
Bruising 21 40% (0.0%, 82%)
Capsular Contracture III/IV 116.1% (8.7%, 23.6%)
Delayed Wound Healing' 2.3% 0.0%,  5.4%)
Implant Malposition' 52% (0.8%,  9.7%)
Implant Rupture’ 6.3% (1.3%, 11.3%)
Infection 2.3% (0.0%,  5.4%)
Lymphedema 1.0% (0.0%, 3.0%)
Other Nipple Comphcatlon 9.3% (3.3%, 15.2%)
Ptosis 1.4% (0.0%, 3.8%)
Redness 6.4% (13%, 11.4%)
Removal/Replacement 25.3% (16.9%, 33.6%)
Reoperation 45.9% (36.8%, 55.1%)
Scarring” , - 6.0% (1.2%, 10.8%)
Seroma/Fluid Collection S 50% (0.6%,  9.5%)
SkinRash ' 2.7% (0.0%, 6.1%)
Swelling 16.4% 9.1%, 23.8%)
Tissue/Skin Necrosis 6.1% (1.1%, 11.1%)
ernkhng/RJpphng 3.5% 0.0%, 7.2%)

Notes: 'Includes reports of only > moderate seventy for thc comphcatlons of asymmetry, breast
pain, capsule calcification, delayed wound heahng, 1mplant malpos1tlon o
irritation/inflammation, Toss of nipple sensation, mppTe complications, -
palpablhty/Vlsrblhty, skin sensation changes and ernkhng o

“Capsule calcification (0%), hematoma (0. 9%3 extrusion 0.5 %), palpablhty/wsrblhty N
(0.5%), irritation (0%), Iymphadenopathy (0 5%) nlpple paresthe51a/hypcrsen51t1v1ty/10ss
of nipple sensauon (0%, pncumothorax (0 5%) and | venous congestlon (0. 5%) not

shown. 5
3Includes 8 implant ruptures confirmed via explant and 5 unconﬁrmed ruptures (3 of
these are actually not ruptured: 1 by explant and 2 by re-rev1ew of MRI when con31der1ng

implants are double lumen) for a total of 13 1mpIant ruptures in 12 patlents (See Figure

2 for details on rupture.) ;

“Includes all scarring complications.

B Y U ST
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Reoperation: SRR

With respect to reoperation, there were a total of 242 addmonal surglcal procedures performed
in 127 reoperations in 92 of the 221 patients (211 6%) tﬁrougﬁ? years of follow—up 1n ‘the Core
Reconstruction Cohort. On a by-implant bass, 124 of the 361 prlmary 1mp1ants (34. 3%) o
underwent at least one reoperation. Of the 92 patlents undergomg at least one reoperatlon the

* majority (67 patients, 72.8%) underwent one reoperatlon 18 patlents (19 6%%) underwent 2
!
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reoperations, and 7 patients (7.6%) underwent 3 or more reoperatrons Of the 127 reoperatrons
78.8% involved one or two procedures per reoperatlon

Table 18 summarizes the types of reoperatlon procedures performed through 3 years 1n the Core

Reconstruction Cohort, with differences from the sponsor’s categorrzatlon explamed in the
footnotes to the table. The two most commonly perfornred procedures were capsule related
(22.3%) and removal with replacement (21. 5'%)

i B
i
,it 4

Table 18: Types of reoperation procedures performed through 3 years--Core Reconstructron -

Cobhort. . -
Type of Procedure " | Core Reconstruction
N =242 Procedures
|3 Years

Removal with replacement 151 (21.1%)
Removal without replacement s eaw
Capsulotomy T 3L (12.8%)
Capsulorraphy 2 (0.8%)

~ | Capsulectomy ST e |21 (8.7%)
Scar revision/wound repair Ut R 147 (19.4%)
Implant reposition : et el 1300 (5.4%)
Biopsy/removal of tissue/lesion/cyst’ 114 (5.8%)
Hematoma/seroma aspiration 19 (3.7%)
Unplanned nipple revision/tattoo 11 (4.5%)
Liposuction/Pocket Revision/Other’ | ' 38  (15.7%)
Notes: "Includes 3 of the sponsor’s “other:” sk1n/subcutaneous tissue removal (2

procedures) and recontourlng/reductlon of “axillary ‘breast (1 procedure) “
“Includes 13 pocket revision, 10 hposuctron 2 liposuction recontour, 3
mastopexy, 2 breast reduction, 2 flap procedure 1 port-a—cath removal, 1 surgrcal
exploration, 1 autogenous reconstructlon 1 reposrtlon and tlssue reconstructron
~ and 2 removal with unknown replacement .

i

Table 19 summarizes the primary reason for reoperdtlon based on the suggested hrerarchy )
described in section ILB. of this review. There were 46 of 127 prlmary reoperatrons for

replacement/removal through 3 years; of these 461 reoperatlons 44 were due to a comphcatlon— a

including unsatisfactory cosmetic result—and 2 were due o patient’ request "There were 16
primary capsule reoperations; all of these were due to a COmphcatlon or unsatlsfactory cosmetlc
result.
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Table 19: Primary reason’ for reoperatlon and 1 pnmary procedure performed through 3
years—Core Reconstruction Cohort, =~ 0 ¢ e
Primary Reason Procedure f a S Reopera‘uons
o N =127 .
Device Rupture Replacement/Removal 15 (B.9%)
Exploration of Breast/Implant |1 (0.8%)
Capsular Contracture Replacement/Removal 9 (7.1%)
Capsule Procedure =~ L6 (4.7%)
Extrusion Replacement/Removal 11 (0.8%)
Necrosis Wound Repair ’ 11 (0.8%)
Nipple Revision/T: attoo 11 (0.8%)
‘| Healing Related Wound Repair 16 (4.7%)
Hematoma/Seroma Aspiration |6  (4.7%) |
Nipple Rev1s1on/Tattoo 14 (B.1%)
Replacement/Removal 2 (1.6%)
Capsule Procedure 41 (0.8%)
Scar Revision \ 1 (0.8%)
Excess Tlssue/Cyst Removal 1 (0.8%)
Pain Replacement/Removal J 2 (1.6%)
Unsatisfactory Cosmetic Result | Scar Revision - , 25 (19.7%)
Removal/Replacement 22 (17.3%)
Capsule Procedure 9  (71%)
'| Reposition Implant 6 (4.7%)
Liposuction 3 (2.4%)
Pocket Revision 2 (1.6%)
Excess Tissue/Lesion Removal |2  (1.6%)
Breast Reduction 1 (0.8%)
| Mastopexy R B (0.8%)
Iatrogenic/Traumatic Injury | Replacement/Removal 1 (0.8%)
Breast Cancer | Replacement/Removal = 2 (1.6%)
Patient Request Removal/Replacement 2 (1.6%)
Other Other 2 (1.6%)
=1 Nipple ReV1310n/Tattoo 1 (0.8%)
Excess Tissue/Lesion Removal | 1 (0.8%)

Notes: lHelrarchy device malfunctlon/rupture infection, capsular contracture extrusmn
necrosis, healing related (hematoma/seroma, &elayed wound heahng) pain, unsatlsfactory
cosmetic result (contour deformity, malposmon Wkahng/rlpphng, palpaBlhty/vxslblhty, .
asymmetry, ptosis, scarring), 1atrogemc or traumatlc injury, breast cancer, b1opsy, patient
request (style/size change, anxiety), other V

i
3

Implant Replacement/Removal: ) u
With respect to 1mplant replacement/removal, of the 361 prlmary reconstructlon dev1ces

implanted, there were 56 1mplants ‘Temoved | (1 .5%) through 3 years for any reason-—~—Table 20—

which were removed/replaced in 46 reoperations. Of the 56 1mplant rernoval/replacements the
majority (52; 92.9%) was removed/replaced to treat a comphcatlon mcludmg those
complications categorized as cosmetic, and 4 1mpiants (7 f%) were removed/replaced dueto
patient request. Of the 221 Core Reconstruction p patlents 46 pat1ents (20 8%) underwent at least

o 2' .
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one removal/replacement through 3 years, w1th 41 patrents (5 1 1mplants) undergomg
replacement, and 5 patients (5 1mplants) undergoing’ removal w1thout replacement of the 51
implants replaced, 23 (45.1%) were for a decreasem srze 4

coman e ws b zes - e
l

Table 20: Primary reason’ for 1mplant replacement/removal through 3 years—Core

Reconstruction . , R TP
Primary Reason 13 Years ]
. |IN=56 Implants Removed _ (

Complication Treatment/Cosmetic Qutcome | 52 (92.9%)

Rupture 5  (8.9%)

Capsular Contracture 12 (21.4%)

Extrusion 1 (1.8%)

Hematoma/Seroma 2 (3.6%)

Pain 2 (3.6%)

Contour Deformity 2 (3.6%)

Malposition 8 (14.3%)

Wrinkling 3 (5.4%)

Asymmetry 13 (23.2%)

Scarring 1 (1.8%)

Iatrogenic/Traumatic Injury 1 (1.8%)

Breast Cancer , 2 (3.6%)
Patient Choice ’ 14 (7.1%) ,

Change Size/Style ' - 4 (7.1%) " ’

Notes: 'See section ILB. of this review, “Core Study Data Reportmg under reoperatlon” for
description of hlerarchy

i w -
S

l
H
i
7
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Compliance of serial MRI screening:

Recall that a subset of Core Study patients un eryvent serlalyM
asymptomatic (silent) rupture. For the Core Reéonstructmn cohort, 108 of the total 521 patlents
(170 of the total 361 devices) were enrolled in the serial MRI subset cohort screemng for
asymptomatic rupture. Of this 108 Core Reconstructron patient subset, 101 patrents (93 5"7 ) had
their first serial MRI screening at approximately 1 year aﬁermfmplahﬁtatlon 7 pat1ents were lost to
follow-up at this time point (6.5%). At the time of database closure there were no Core
Reconstruction patlents due for their second serial MRI screemng ‘at approx1mately 3y years after ”

s vt 2

implantation. In summary, there were 170 lmplants in 101 patlents chuded in the MRI

ng for determ1nat10n of D

subset for Core Reconstruction. On a by-implant Basns, this represents 71% of theﬂtotal
361 Core Reconstruction implants. The findings of thls MRI screening are detailed the =~

“Rupture” section below.

Rupture : -
The sponsor was asked to provide reports of all dlagnosttc studles related to 1mplant rupture and .

surgical operation notes of all explantations related to 1mplant rupture The foIIowmg summary
incorporates this information.

Of the 361 total Core Reconstruction implants, 15 lmplants Were mltlally reportwd as
“suspected” ruptured through 3 years of follow-up: 2 1mplants reported via ultrasound 3
implants with an unknown 1mt1al reason reported 1 reported at explant and 9 reported v1a the

R IR I R I s TS
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MRI screemng subset (described above) of 170 Core Reconstructron 1rnplants whrch underwent

MRI screening for asymptomatrc rupture at approx1rnately 1 year followmg 1rnp1antanon These
“suspected” ruptures, in some cases, underwent additional evaluation, which is deprcted in R

Figure 2: Flowchart of Ruptures—Core Reconstruction helow The folfowmg text in this

section explains the sponsot’s characterizations of these suspected ruptures as shown in Flgure

2. P R i

or‘

The 2 implants identified via ultrasound were in the same patlent who complamed of
asymmetry. Ultrasound examination Indrcated an ovoid hypoech01c reglon w1th 1mp1ant contour
folding of one implant and a normal exam of the other 1rnp1ant At ‘the time of explant of these 2
implants, one intracapsular rupture was  noted, and 1 was reported as not ruptured The 1mp1ant
noted as not ruptured at explant was not returned to the . sponsor as part of the Devrce Retrreval
Study. Note that this patient developed bradycardra and atrial fibrillation dunng the explant .
procedure, necessitating coumadin therapy, acc0rd1ng to the explantrng physrc1an s notes

implantation. An MRI was obtained, 1nd1cat1ng no ev1dence of 1 rupture ‘and’ at subsequent ’
explantation, no rupture was noted. This implant is classrﬁed as unconﬁrmed” “because the

indicated no evidence of rupture (these are classified as “unconfirmed” by the : sponsor -because i
the second MRI reading was received after the March 27 2003 cut off date for data closure)

For the 1 implant suspected ruptured through explant 1t was an 1n1t1a1 MRI as part of the MRI
screening subset cohort which indicated evidence of rupture Intracapsular rupture Was noted at
the time of explant. In Figure 2, this implant is rncluded in the MRT group.

Of the 9 suspected lmplant ruptures reported by the sponsor as from MRI screenmg (note

that if the implant described above suspected at’ explant is 1ncluded there are actually 10

identified from MRI screening) all 9 were asymptomatic and were determmed toh ence
of rupture by either the Local or Central MRI radiologist. Agreement between the Local and

Central MRI radiologists was 90% for the Core Reconstructron cohort 4

©
A

Of the 9 suspected MRI ruptures reported by the sponsor (Frgure 2 1ncludes the 1 explant in th1s |
group), 7 have undergone explantatron and 2 have not

vvvvvv

ruptured at explant was not returned to the sponsor as part of the Devrce Retrreval Study
Of the 2 implants suspected of rupture via MRI but not havrng undergone explantatlon 1 1mp1ant B
has undergone a second MRI approximately 1 year after the first, which also shows evrdence of o

it s

rupture. However, the phys1clan has elected to defer expiant and to f‘ollow the patrent T*“or the
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second of these implants, the physician has elected to defer explant and a second MRI is planned
These latter two implants are categorlzed as “unconﬁrmed” by the sponsor.

In summary, the rupture rate reported by the sponso ncludes 13 ruptured implants through 3
years of follow-up in 12 patients: 8 confirmed via’ explant and S/E'unconfirmed (3 of these
classified as “unconfirmed” have undergone addltronal follow—up W1th 1 1mplant reportcd as
intact at explant, and 2 reported as 1ntact folfowlng re—rev1ew of the MRI* scans When consrderrng
that the implants are double lumen). -

i
i

Of the 8 implant ruptures confirmed by explant, 6 were asymptomatlc and found from MRI(
screening, according to the sponsor. If the 1'implant from the MRI subset but reported as
suspected at “explant” is included, then 7'of the 8 conffrmed ruptures Were asymptomatlc
and identified by MRI screening.  Of the f3 totai mptures———mcludmg those classni‘ied as.
unconfirmed—S8 were from MRI screemng o
The sponsor reports a 3 year by—1mplant cumulative Kaplan—Meler srmnt rupture rate of 4 7%
(95% CI: 1.5%, 7.9%) based on 8 implant ruptures, hlghhghted ini grey in Figure 2. The 3 year
by~1rnp1ant cumulative Kaplan-Meier overall rupture rate (lncludrng the 8 1mpIants reported as

“confirmed ruptured” and the 5 implants reported as “unconﬁrmed”) is 4 2% (95% CI 2 0%,
6.5%). .

Recall that less than half of the 1mplants in the Core keconstructlon cohort ard mcluded m \
the MRI screening subset and that only the first of 5 consecutlve screenmgs have occurred ‘
Had a larger proportion of patients undergone MRI's screenmg, ‘the rupture rate would

likely be higher. Note that compared to the Core Augmentation and Core Revrsron MRI subsets
which was approximately 30%, the Core’ Reconstructr MRIMsubset was Iarger (about 45%) ’

with a larger contribution of asymptomatic ruptures tohthe rfipture rate

It is notable that 7 of the 8 confirmed’ ruptured 1mplants 1n the Core Reconstructlon bohort were )
style 153, double lumen. In two cases, the ruptured double lumen 1mp1ant was descrrbed as
being in two segments upon explant. In some cases, vrsrble tears were noted upon explant with
free silicone gel found in the capsule in other cases. In s some cases, ‘when : rupture was suspected
on MR, the films had to be re-read with the Rnowledge that the 1mp1ants were double lumen in
which case a no rupture determination was subsequently made on MRI Note that of the
implants reported as not ruptured at explant and the T 1mp1ant noted to be not ruptured at explant

but classified as “unconfirmed”, none were sent back to the sponsor for mlcroscoplc evaluatron

C N
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Figure 2: Flowchart of Rupture — Core Reconstruction Cohort

(1 Ruptured)
¢  Ovoid hypoechoic region1.6 cm /
2 ﬁsglrgnezry Ultrasound . with implant contour infolding at Explant ,
In 1 Fatien o this region in 1 implant
[Ultrasound] e  Other implant normal. T (1 Not Ruptured)
1 Flattening of breast . MRI . R No evidence of Explant 1 Not Ruptured
(Unknown) v rupture . - » (1 Unconfirmed)
2 Indeterminate MRI: . P -
local but not central Re-review of MRI R 2 Not Ruptured
radiologist S considering implant is " (2 Unconfirmed)
 (Unknown) ’ double lumen

- P . PR . B - = e e :

Notes: 1. Information in brackets indicates method of initial suspicion of rupture reported by the sponsor. '
2. Information in parentheses indicates final rupture status reported by the sponsor. Shading of these ’
' represents implants included in determination of silent rupture rate.
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Figure 2 (continued): Flowchart of Rupture — Core Reconstruction

Explant (1 Not Ruptured)

8 MRI evidence of /

rupture

[7 MR1] o
[1 Explant] Explant (7 Ruptured)

includes the
[1 explant]
and

Continued follow-up

: , o 2™ MRI - _ Evidence of rupture
L ‘ ~ lyearlater |
o 2 MRI evidence of |
N rupture o § B

v,

_%i:e Continued Follow-up
© e 2"MRI planned

Notes: 1. Information in brackets indicates method of initial suspicion of rupture reported by the sponsor. b

2. Information in parentheses indicates final rupture status reported by the sponsor. Shading of these . i /
represents implants included in determination of silent rupture rate. ' '
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Complications following implant replacemEnt I
Of the 41 patients (51 implants) who underwent 1mplant removal w1th replacement through 3
years, complications followmg replacement were reported in12’ patlents (15 implants: capsular
contracture (6 patients), asymmetry (3 patlents) breast pam Q2 patrents) implant malposrtron a
patient), and wrinkling/rippling (1 pat1ent) Note that these Values are not addrtlve because an
implant/patient may have reported more than one occurrence of a complication. Rrsk rates are
not shown due to the small sample.

D.  General Complications—Core Reconstructron Cohort o { ,
Before breast implantation, 51 of the 221 patlents (23 l%) reported the followrng 62 ‘
reproductive problems: infertility (1 5 reports) spontaneous ‘abortion (32 1 reports) planned
abortion (7 reports), ectopic/molar pregnancy (3 reports) endometriosis (3 report), strllblrth a -
report), and uterine septum (1 report). Through 3 years after breas%tp rmplantatron there were 2
patients (0.9%) reporting 2 reproductive problems 1 report “of o menses (this patrent had also ;
reported a spontaneous abortion pre- lmplant) and 1 report of ‘planned abortion. Wlthout ’

information on the number of patlents attemptmg reproductron (whrch was not collected inthe

Core Study) and without a comparison gro‘up of age-matched patrents with srmrlar co-morbldrtlesf;_

(e.g. having breast cancer, chemotherapy, etc.) and’ followeg Mforwthe san:l;ehduratlon rt is not
possible to draw definitive conclusions from these data however the percentage of patrents ‘
reporting a problem post-rmplantatlon is lower than that  pre- 1mplantat10n "This could bedueto

less reproductive attempts or to reportlng b1as

Before breast implantation, of the 116 patrents who attempte o breast feed 26 patrents (22 4%) |
reported the following 32 lactation problems: rnadequate mrlk productron ( 14 reports) rnastrtrs
requiring treatment (7 reports), pain (6 reports) mastrtrs not requrrmg treatment (4 reports) and

excess milk production (1 report). Through 3 years ‘after breast 1mplantat1on, ofthe 2 patients

who attempted to breast feed none reported lactatron problems ~ / _

é

“}
Prior to breast implantation, there were 218 of the 221 patrents (98 6%) who reported breast

disease, with 207 of these confirmed as malrgnant and 11 reported as bemgn Recall that 206 of

the Core Reconstruction pat1ents had; mastectomy for breast cancer, 15 had prophylactlc
mastectomy. Through 3 years, there were 17 patient reports of post—rmplant breast drsease 5
confirmed malignant, 10 benign (i.e. ﬁbrocystrc disease, cyst or other benrgn breast mass or
lump), and 2 unconfirmed (1 patient had a cyst at her 3 year visit with pendrng follow—up and1
patient had thickening with pending referral to her oncologlst) Note that all 17 9£ thS patrents

reporting post-implantation breast disease had a conﬁrmed breast mahgnancy in erther one or
both breasts pre-lmplantatron - Lo, T R

A summary of the 5 patients with breast mahgnancy follomngnrmplantauon is as follows' two

patients had recurrence of the same tumor type in the same breast one patient had metasta31s of
the original cancer into the Iymph nodes, and two patrents had a new mahgnancy m the
contralateral breast but of the same tumor type o

o B U JE T S
‘l y S g o

Prior to implantation, 201 of the 221 patrents had a pre-rmplant mammogram The readmgs
were normal or benign in 71 of these, and conﬁrmed meldlgnmt in pat1ents Through 3 years

of follow-up, 108 of the 221 patients had a mammogram “of which 12 were reported abnormal’
through 3 years without such a report at baselrne of the 12 abnormalmammogram results,’

© 40
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additional follow-up indicated that 1 had no hreast d1sease 3 had conifi rmed mahgnancy, 7 had
benign breast disease, and 1 is pending follow—up of a breast cyst noted at her 3 year visit. Of the

3 patients with confirmed malignancy post-lmplant 2of these patients had ] pre-1mplant ”
confirmed breast malignancy: one with recurrence in the same breast, and one Wlth a new o
occurrence of malignancy in the non-lmplanted contralateral breast

i
y

e

{
4

. YC‘TD), the sponsor reported one new

With respect to connective tlssue/autmmmune dlsea w

post-implant report of CTD through 3 years of foIlow-up‘ 12427 year old patient w1th scleroderma i

4 months following breast implantation. The sponsor was asked to provide the physman notes

and laboratory tests pertaining to this dtagn051s Review of this mformatlon 1ndlcates a d1agnos1sx o

of undifferentiated connective tissue disease (UCT D) manifested by arthritis, arthralgxas
Raynaud’s phenomenon a history of ¢ gastntls and esophagltls with reflux’ dlsease d1agnosed by
upper endoscopy in the past, no evidence of skin thlckenmg, a hlstory ofa posmve ANA in the
past with current ANA negative, and a slightly elevated RF of 38 TU‘/ml (normal <25 IU/ml)
There is no mention of pulmonary or renal mvoIvement Based on thJS 1nfomat10n the ”
diagnosis of UCTD is'more likely than that of scIeroderma m thls patlent o

Recall that the sponsor collected CTD s s1gns ‘and symptoms from the " patlents at basel"'
follow-up in the Activities and L1festy1e questlonnalre to assist in dete
present. This self-administered questlonnalre s includes aMo lifie o1
Questionnaire (MHAQ), which assesses ablhty to perform varxous physwal funcnons of dally
living, and it includes a variety of signs and symptoms related to rheumatlc dlse an_d to
general health. Of the 221 Core Reconstruction” patlents “data are avallable for 161 patients o
(72.9%) for the MHAQ and for 162 patlents (72 9%) These data are summarized i in Table 21
below. Recall that the intention of this questionnaire is to identify patients who warrant
additional evaluation and referral to a rheumatologlst ‘Without a control/compar1son group of
patients without implants followed for the same duratxon of follow-up and Wlth snmlar
demographic characteristics, conclusions cantiot be made from these data

and at

ﬁmmg CTD dlagno“s“es g
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Table 21: Summary of 51gns/symptoms categorres and selected signs and symptoms reported
_____through 2 years after implantation—Core Reconstructmn - s
Sign/Symptom Category Pre-implant Through 2 years post—
implant
: e N=162 N=162
Skin' 120 (123%) 135 (21.6%)
Muscle”. 156 (346%) |65 (40.1%)
Joint® 169 (42.6%) 194  (58.0%)
Neurological® 78 (48.1%) 197 (59.9%)
General’ 156 (34.6%) 68 (42.0%) ,
Other® |37 (228%) . |43 (265%)
Gastointestinal’ 166 (40.7%) |73 (45.1%)
Urinary® 19 (6% 19 (5.6%)
JointPain . [17 (105%) 131 (19.1%)
Morning Stiffness 39 _(101%) |70  (18.1%)

Notes: 'Includes hair loss, skin rash, facial swelling, ecchymos1s purpura, unusual brulsmg,
unusual bleeding, hives, other skin problem. L
’Includes muscle weakness, muscle palnfaches/cramps back pa1n neck paln
3Includes joint pain, swelling of hands, swelhng of other j joints, morning stiffness,

*Includes memory problems, problems with thmkmg, headaches, numbness/tmghng of
arms/legs, losing balance, ringing in ears. ‘

SIncludes fever, swollen glands, weight loss, werght gain, fatigue, generahzed pam
SIncludes dry eyes, other eye problems sores 1n mouth dry mouth problems w1th taste
trouble swallowing. . = :
Includes heartburn, stomach pam/cramps nausea, vomltmg, constrpatron dlarrhea dark
stool, blood in stool, loss of | appetlte and moderate or greater gastrointestinal trouble.
8Includes urinating too often, problems with urination.

f

E. Additional Analyses of Safety Data—Core Reconstructlon Cohort \ | ,

The sponsor performed Cox proportional hazards regressron analy51s to determme whether the
complications of reoperation, implant replacement/removal implant rupture, capsular \
contracture, and infection were assocrated with patlent age (<40 years vs. >40 years), ant1b10t1c
pocket irrigation (yes vs. no), betadine pocket 1rr1gat1on (yes vs. no), 1mplant placement
(submuscular vs. other), incision site (perlareolar Vs. mframammary vsaxillary vs. other), device
texture (smooth vs. textured), and device shape (round vs. contoured) as suggested in FDA’s
Guidance document on Breast Implants. ThlS 1nformat10n is based on an earlier date of database
closure of August 30, 2002. T T BT

q.qw.,l

Findings are summarized in Table 22 below, For the cornphcatlons of reoperat1on 1nfect10n
and implant rupture, there were no associations, Round dev1ces ‘were 2 3 times more hkely to
undergo implant removal/replacernent than contoured devrces in the reconstruction cohort (

~ Implants placed without betadine i in the pocket were assoclated wrth a higher risk of capsular
contracture, and implants placed in a non-submuscular posmon were also assomated Wlth a
higher capsular contracture rate. e B S MR s B TE AR
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Table 22: . Summary of risk factor analy51s-Core Reconstructlon Cohort e e
'| Complication Risk Factor . Adjusted RlSk Ratlo
, s | (95% C) e
Capsular Contracture | No betadine pocket 1rr1gatlon vs. y’es 168 (2.7, 176)
Capsular Contracture | Other vs. subrnuscular placement 54 (1 .9 14 7

NP T
i 1
; 4
l
l

F.  Effectiveness—Core Recohsti‘uction Cohort o
The sponsor did not collect breast size 1nformat1on for the reconstructwn pat1ents ) V

The sponsor collected both patient and physwlan sat1sfact10n Because the patlent satlsfactlon is
more relevant, I will omit the summary of physchan satlsf tion 1nformat1on The sponsor
collected both general patient satlsfactlon and sat1sfact Ln based on pre-operatlve expectat1on
With respect to general patient satlsfactlon of the 177 patlents (of 221) who completed this
questionnaire at 2 years, there was a small | decline in mean satisfaction from the 0- 4‘week follow-
up timepoint of 4.8 (SD 0.6)to 4.5 (SD 0.9) at 3 years. With 1 to’ patlent atisfa
compared to pre-operative expectation of satlsfac’aon of the 166 pat1ents (of 221y who
responded to these patient satlsfactlon questmns the rnaJ onty of patlents reported being satisfied
or very satisfied with their 1mplants at both 1 and 2 years’ post-lmplant Approx1mately 9.0% of
these patients reported bemg dlssatlsﬁed or very dlssatlsfied ‘and another 6.0% were neutral
regarding their satisfaction at 2 years compared to the1r pre operatwe expectations. There were
small but statistically significant declines in pat1ent satlsfactlon at both 1 and 2 years compared to
their pre-operative expectations of satlsfactlon The mean pre—operatlve expectation value 0f4.6

(SD 0.5) was compared to 4.2 (SD 1.0) at 2 years. - / :

l

With respect to the Health Status Questlonnalre (SF-36 and MOS- :20), the core reconstructlon
cohort reported statlstlcally 51gn1ﬁcant hlgher levels at basehne compared to normatlve values for
most subscales of the SF-36: general health social funct1on1ng, physmal funct1on1ng, v1tahty, and
mental health. At 2 years all subscales were generally hlgher than at baselme for the breast
reconstruction cohort, with statlstlcally 51gn1ﬁcant 1mproVement noted in role 11m1tat1ons due to
physical health problems The 2 year scores for the bre t,reconstructlon cohort are numerically
higher than the normative values, although st ical ¢ e
summarizes the results of selected health status measures Note that most of the changes even
those that are worse, are small. N o :

[E

v,
ik e -
RSN .




P020056 Inamed Clinical Summary Memorandum

Table 23: Summary of selected health §tatus/QC;)'Ifﬁieaks"ur*esii—‘Core Reconstruction Cohort.

Assessment method Statistically significant | Direction of change
change in pre- to 2 year
post-implant score

SF-36 Role Emotional -~ = - - | No , | Better

SF-36 Role Physical Yes | Better

SF-36 General Health No - .+ 1 Worse

SF-36 Pain 1 No , Better

SF-36 Social ~ |No C P 7 Better

SF-36 Vitality | No e | Better

SF-36 Physical No =~ = " " | Better

SF-36 Mental Health | No 77| Better

MOS-20 Health Perceptions | No | Worse

MOS-20 Physical Functioning Yes ' Better

MQOS-20 Social Functioning No 77| Better

MOS-20 Mental Health No I Better

TSCS Physical Self \ No 7 “I'Worse

Rosenberg Self Esteem No 7 | Worse

Semantic Differential No . . Better

| Body Esteem-Total Score v No . | Worse

Body Esteem-Sexual Attractiveness | No . | Better

Body Esteem-Weight Concern No ( | Worse

Body Esteem-Physical Condttion _|No ‘ | Worse

4

V.  CORE STUDY RESULTS—REVISION COHORT

!
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A. - Patient Disposition—Core Rev1s10n Cohort

Enrollment of the revision cohort occurred between Jar anuary of 1999 and June of 20bO by 22

investigators at 27 sites. Investigators enrolled as few as 1 and as many as 20 patrents Most
investigators utilized one or two of the 7 styles for which the sponsor is seeklng approval Note )
that styles 10 and 20 were not utilized in this cohort (and Were not used in the Core o ‘
Augmentation or Core Reconstruction cohorts) ”

A total of 225 patients (432 implants) were enrol]ed and 1mp1anted As of the March 27, 2003
data cut off date, 91.1% of the Core Revision patlents were ehglble for a 3 year (+ 2 months)
visit. Through 3 years (up to 42 months), there were 16 patlents who were known to have
discontinued from the study: 4 due to death (1 due to ovarlan cancer 1 due to cerv1ca1 cancer 1

due to dissatisfaction with scars and one due to travel) and 10 due to removal w1thout ‘
replacement of all study implants. ! S

¢
|

Of the 10 patlents who underwent removal w1thout replacement of all stlidy ifnplants (19

with study 1mplants Five of these patrents reported several compﬁcatlons and 5 reported no B
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comphcatrons Usmg the hrerarchy for 1mplant removal, the primary reason for 1rnplant removal
in these patients is as follows capsular contracnue/ﬂmness (g patients), seroma((l patlent)

swelling (1 patient), and pain (1 pat1ent) Note th'atp he sponsor 1ncluded these c mpllcatl ons m S
the determination of KM risk rates. e v LY 2T RL

Table 24 summarizes the pat1ent d1spos1tron through 3 years The follow—up rate ough'?f’:“ .
years (actual divided by expected) is 83.8%. Through 2 years the follow—up rate of 87. O%, :
which is not shown, is acceptable. Note that the': sponsor used a +2 month w1ndow for ™
determining those patients theoretically due; yet, they used a +6 month window for Jreportrng
cumulative deaths and explants. Because it is lmportant to include all known reported deaths and
explants in the reporting of patient dlsposrtlon ‘Table 24 below mcludes data Wlth these ’ '
inconsistent timepoints, and an explanatlon 1n the footnotes S |

Table 24. Patlent dlsposrtlon through 3 years ona by-patlent baSIS———Core Rev151on Cohort

"N '=1275 patients enrolled
N =432 implants enrolled

" Theoretical follow-up N =205
Expected follow—up N =191
Actual follow-up: N = 160 (83 8%)

Withdrawals N =

Reason for withdrawal Number off patients withdrawn
Death’ |4

Implant removal™* ‘ |10

Lost to follow-up 31

Notes: 'Based on follow-up to 38 months due to an addrtronal 2 month window for the 3 year
follow-up visit to determine theoretically due. \
2Expected follow-up is theoretical follow-up minus deaths and removals w1thout
replacement.
*Based on follow-up to 42 months due to an addltlonal 6 month w1ndow forl
determination of deaths and removals. v
*Defined as removal without replacement of all study implants: 2 patients had their
implants replaced with saline-filled 1rnplants 1 patlent had unresolved capsular ’
contracture, 3 patients had another manufacturer s implants or a non—study geI -filled
implant, and in 4 patients an unknown reason was given for not replacing with study
implants. Five of these patrents reported several compllcatrons 5of these reported no o
complications. L
>Two of these were due to patient ch01ce one due to refusal to travel and one due to (
dissatisfaction with scar.

v

B. Demographics/Baseline Characterlstlcs-——Core Rev1s10n Cohort _ﬂ,

L e ..;r

The demographic and baseline characterlstrcs are\ summnrlzed in 4Table 25 helow The medran )
age of 44 years (range 18 to 80 years), is between that of the core augmentatlon cohort (34 years)
and the core reconstruction cohort age (50 years)
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Table 25:

¢
!

Patient demographic and baseline charactensucs——-Core Rev131on Cohort y

| Revision

N =225 patients

Median age (range) in years

Number (%) Caucasian

44  (18-80)
197 (87.6%)

Median weight (range) in pounds

The surgical setting, type of anesthesia used, d1str1butlon of 1mplant styles used 1nC1s1on srte
implant location, and intraoperative medication use is summarized in Tables 26 and 27, lgvlﬂostb
patients had revision of a previous augmentatlon had general anesthesia, and had p%.renteral o
medication consisting mostly of antibiotics. There were 2 reports of i 1ntraoperat1ve

compl1cat10ns one case of “calcified shell and ruptured orlgm”a‘l 1mplant” and one case of

“calcified shell and silicone slick fragile implant.” Use of t perioperative drains occurred in less o
than half of the 432 implant procedures (43.5%). Of the 348 (of 432) 1mplants placed witha
concurrent procedure (an implant may have been placed with more than one concurrent
procedure), the majority of procedures con51sted of capsule procedures (339 of 348 1mplants
97.4%%), followed by mastopexy (57 of 348 1mplants 16 4%), and mastectomy/ﬂap procedures ’
(20 of 348 implants; 5.7%), nipple procedures (18 of 348 1mplants 5. 2%) scar/pocket revision
(l 8 of 348 implants; 5.2%), and blopsy/fat 1nject1on/tlssue expander removal (7 of 348 implants;

2.0%).

The majority of implants (251 of 432 1mplants 58. l%) Were placed via an 1nframammary
incision site, and 278 (64.4%) implants were placed in a submuscular location. The use of
textured implants exceeded that of smooth implants (61 %l% textured; 38. 9%
majority of implants (91.1%) were placed with pocket 1rr1gat10n and the most common type of
pocket irrigation was antibiotic (70 1% of 1mp1ants) followed by betadme (38 2% of 1mplants)

46
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i

Table 26: Surgical setting, anesthesia, and parenteral medication—Core Rev1s1on B
Revision
N = 225 patients
Initial Indication - : L }
e Previous augmentation 2 e 171 (76.0%) *
e Previous reconstruction ] o 54 (24.0%)
Surgical Setting
¢ Doctor’s Office e 80 (35.6%)
e Surgical Center - o e 73 (32.4%)
e Hospital , o 72 (32.0%)
Anesthesia o o
e General (+ Local) o 182  (80.9%)
e Local Only ‘ o 43 (19.1%)

Parenteral Medication’

¢ Antibiotics e 198  (88.0%)
e Steroid o 58 (25.8%)
e Anesthetic/Sedative \ e 19 (8.4%)

s None ' o 26 (11.6%)

Notes: 'The sum of parenteral medication exceeds 100% because more than one type of
medication may have been used for an 1nd1v1dual patlent ’

i-/,‘ .
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Table 27: Surg1ca1 characterlstlcs—Core Rev151on ‘
e Revision
N =432 1mp1ants
Incision Site ~~  TTTTT ‘ . \
¢ Inframammary o 251  (58.1%)
e Periareolar o 102 (23.6%)
e Mastectomy/Breast Scar o 67  (15.5%)
e Axillary/Lateral e 6  (1.4%)
* _Mastopexy Inc1510n e 6  (1.4%)
Implant Location B S T e
¢ Submuscular-Partial e 226 (52.3%)
¢ Submuscular-Complete o 52 . (12.0%)
e Subglandular e 133  (30.8%)
e Subcutaneous o 12 (2.8%)
e Subtissue F lap s 9 (2.1%)
Product Sles T N
e Style40  (Smooth, round) e 136 (31.5%)
e Style45 (Smooth, round) e 32  (74%)
e Style 110 (Textured, round) o 104 (24.1%)
e Style 120 (Textured, round) e 35 (8.1%)
e Style 153 (Textured, contoured) o 125 (28.9%)
Surgical Pocket irrigation’ S
e Antibiotic e 303 (70.1%)
e Betadine e 165 (38.2%)
e Local Anesthetic o e 126 (29.2%)
o None e 39 ‘(9 0%)
Notes:

The reason for revision on a by-patient and by-reason ba51s is summarized in Table 28. There o
may have been more. than one reason for revision reported for an ind
common reason for revision on both a by-patrent t and by-reason basis is for capsular contracture
or pain, followed by a request to change breast size and suspected rupture/ deﬂatlon/patlent

"The sum of pocket’ 1rr1gat10n exceeds 100% because more than one type of pocket ‘

irrigation may have been used for an 1mplant o

concern.

P -

[

48

idual patIent The most




A S

P020056 Inamed Clinical Summary Memorandum

r , o |
;

Table 28: Reason for rews1on—Core Rev1sron Cohort N ‘ ‘ o
T % Revision % Revision
Reason for Revision o N [N= 387 Reasons N =225 Patrents
Capsular Contracture/Paln T 1131 (33.9% 58.2%
Change Size” 55 | 14.2% 24.4%
Suspected rupture/deflation/patient | 54 | 14.0% 24.0%
concern®
Rippling T 4 [119% | 204%
Asymmelry . (40 |103% _ |178%
Malposition T T3 | 8.0% O 113.8%
Palpability/Ptosis® 17 | 4.4% 7.6%
Breast Cancer/F 1brocyst1c Dlsease 9 2.3% 4.0%
Infection 12 0.5% 1 0.9%
Necrosis/deformity ST 2 105% 0.9%

Notes: 'The sum of % patients exceeds 100% because n rnore than one reason ‘may have been

reported for an individual patient.

2Thirty-eight of these were to increase, size, 16 were to decrease size, and 1 was reported
as unknown change in size.
3Forty-two of these were for suspected rupture 1 I for suspected deﬂa‘uon and 1 for )
patient concern. ‘
4Sixteen of these were for ptosis, and 1 was for palpabrhty

>Eight of these were for breast cancer and 1 for ﬁbrocystlc dlsease

g .

[ ] o

C. Local Complications—Core Revision Cohort

SIS

Table 29 below summarizes the 3 year cumulative KM I‘lSk rate of ﬁrst occurrence of Iocal
complications occurring in >1% of patients reported ona by—patlent bams
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Table 29: By patient cumulative Kaplan—Meler (KM
confidence interval) of local comphcatxons occurnng 1n 2 l% at 3 years of
follow—up——Core Rev1sron Cohort..

T e et JORLE o i | NS Rttt At o Bebsln b

" Core Revision

N =225 Patients

8.2%)
(3.7%, 10.8%)

| Asymrntry
Breast Pain’

I AR T o we men e i o

Bruising (1.5%, 7.0%)
Capsular Contracture [TV~ """ (5.7%, 13.9%)
Homatoma e 06% 29%)
Implant Malposition’ (1.9%, 7.8%)
Implant Rupture’ B ‘ (1.0%, 6.3%)
Infeetion o (0.6%, 4.9%)
Tritation’ T (0.0%,  23%) _

e T pree SN M R R NS )

(0.6%, 53%)
0.0%, 3.9%)

Palpab111ty/V1s1b111ty “ ~

Ptosis 0.1%,  3.9%)

Redness o (2.6%, 9.0%)
Removal/Replacement "~ (8.7%, 18.1%) ~
ReoperationA o (26.9%, 39.8%)

Scarring” (4.7%, 12.5%)
Seroma/Fluid Colleetlon o - (3.6%, 10.5%)

Skin Rash (0.3%, 4.4%)

Swelling (11.0%, 20.8%)
Tissue/Skin Necrosrs”m R (03%, 4.4%)
Wrinkling/Rippling T 50% | Q.0%, 0%)' i

Notes: 'Includes reports of only > moderate severity for the complications of a asymmetry, breastw' e

pain, capsule calcification, delayed wound healing; implant malposition,
irritation/inflammation, loss of nipple sensation, nipple complications,
palpability/visibility, skin sensation changes, and wrmkhng

?Capsule calcification (0%), delayed wound healmg (0.9%), extrusion (0. 5%)
lymphadenopathy, (0%), lymphedema (0%), loss of nipple sensation (0%), nipple
hypersensitivity/paresthesia (0%), pneumothorax‘(ﬁ%); skin sensatlon changes (0. 5%)
and other (0.4%) not shown. . : S Dot o
3Includes confirmed rupture via explant of 5 1mpfants and 3 suspectecf but unconﬁrmed“” C
implant ruptures for a total of 8 implant ruptures in 7 patients. Includes only clinically
identified ruptures and not necessarily mlcroscoplcally 1dent1ﬁed ruptures unIess noted o
clinically. - -
“Includes all scarring complications. |

f

E,A
1

Reoperation:
With respect to reoperation there were a total of 190 addltlonal surgical procedures performed

in 100 reoperations in 70 of the 225 patients (31. 1%) over the 3 years of follow-up in the Core
Revision Cohort. On a by-implant basis, 107 of the 432 primary implants enrolled (24. 8%)
underwent at 1east one reoperation. Of the 70 patlents undergomg at least one reoperatlon ‘the’
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majority (51 patients) underwent 1 reoperatlon 11 patlents underwent 2 reoperatlons and 8
patients underwent > 3 reoperations. Of the 100 reoperations, 78 involved 1 or 2 procedures.”
Table 30 below summarizes the types of reoperatlon procedures performed through 3 years
in the Core Revision Cohort, The three most commonly performed procedures were capsule ‘
related (27.9%), implant. removal Wlth replacement (21 6%) and mastopexy (1 3 7%)

Table 30: Types of reoperation procedures performed through 3 years 1n the Core RCVISIOII

Cohort

Core Revision

N =.190 Procedures

3 Years
Removal with replacement 41 (21.6%)
Removal without replacement 5 (2.6%)
Colowomy T a0 (58
Capsulorraphy U9 (4.7%) )
Capsulectomy T4 (14%) L
Viastopexy s ey
Scar revision/wound repair _ o 18 (9.5%) ’
Implant reposition R A OO "
Biopsy/removal of tlssue/lesmn/cyst 9  (4.7%)
Pocket revision/exploration of breast areaor - ' ;
implant/suture removal 11 (5.8%)
Hematoma/seroma aspiration 110 (5.3%)
Unplanned nipple revision/tattoo o | 10 (5.3%)

Notes: 1Includes one case of breast reductlon

"""" L T B R F R T

Table 31 summarizes the primary reason for reoperatmn based on the h1erarchy summarlzed
in section IL.B. of this review. There were 29 of 100 reoperatmns for implant
removal/replacement; of these 29 reoperatlons 14 were due to a complication, 8 were due to an
unsatisfactory cosmetic result, and 7 were dug to patlent ch01ce There were 20 capsule
reoperations: of these, 12 were due to a comphcatlon and 8 were due to an unsatlsfactory
cosmetic result or other.
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Table 31: Primary reason’ for reoperanon and prlmary procedure performed through 3
e years——Core Rev151on Cohort.. L )
Primary Reason Procedure - Reoperations -
| N=100
DeviceRupture Replacement/Removal 5 (5.0%)
Infection 77 | Replacement/Removal |1 (1.0%)
Capsular Contracture | Replacement/Remoyal |7 (7.0%)
Capsule Procedure T 9 (9.0%)
Extrusion T 7 77 |PocketRevision . ' |3 (3.0%)
Healing Related | Hematoma/Seroma Aspiration’ |8  (8.0%)
Nipple Revision/Tattoo 7 (7.0%)
Scar Revision/Wound Repaxr 4  (4.0%)
Tissue/Skin Removal/Other 3 (3.0%)
Capsule Procedure 2 (2.0%)
Pain T Replacement/Re}nofVa’IWf 1 (1.0%)
Unsatisfactory Cosmetic Result | Scar Revision = 9  (9.0%)
Removal/Replacement 8 (8.0%)
Mastopexy 8  (8.0%)
Capsule Procedure . 7  (7.0%)
Reposition Implant 3 (3.0%)
Pocket Revision = ' 3 (3.0%)
Breast Reduction 1 (1.0%)
Iatrogemc/Traumatlc Injury " | Capsule Procedure T (1.0%)
Breast Cancer " | Biopsy e T (1.0%)
Biopsy - 7" | Biopsy T T (1L.0%)
Patient Request Removal/Replacement 7 (1.0%)
Other " | Capsule Procedure 1 0%)

Notes: 'Heirarchy: device malfunction/rupture, 1nfectxon capsular contracture, extrusion,

necrosis, healing related (hematoma/seroma, delayed wound healing), pain, unsatlsfactory
cosmetic result (contour deformity, malposmon wrmkllng/rlpphng, palpab1hty/v1s1b111ty,
asymmetry, pt031s scamng) iatrogenic or traumatlc mjury, breast cancer, blopsy, patient
request (style/size change, anx1ety), other o 3
Implant Replacement/Removal: I :
With respect to lmplant replacement/removal of the 432 pr1mary Tevision dev1ces ‘implanted,
there were 46 implants removed (1 0. 6%) through 3 years for any reason CI‘ able 32), which were
removed/replaced in 29 reoperations. Of the 46 implant removals, the majority (33 implants;
71.7%) were removed/replaced to treat a comphcatlon 1nc1ud1ng cosmetic comphcatxons and 13
implants (28.3%) were removed/replaced due to patient request. Of the 46 implants =~ o
removed/replaced, 41 were replaced and 5 were not replaced. Of the 225 Core Revision patients,
27 patients (12.0%) underwent at least one implant replacement/removal through 3 years, with 24
of these patients undergoing replacement and 3 patlents not undergomg replacement.
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Table 32: Primary reason' for implant 1 ‘plr’C‘n‘er‘tJ’r‘n‘rO'v"l through 3 years—Core Re
Cohort. - - -
Prlmary Reason T 3 Years
N = 46 Implants Removed
Complication Treatment/Cosmetic Outcome N 33 (71.7%)
Implant Rupture 6 (13.0%)
Infection T 1 (2.2%) 5
Capsular Contracture "™~ 7 (15.2%)
Delayed Wound Healing 1 (22%)
Y e e T 2%
Malposition R T A A 8 (17.4%)
Asymmetry o 1 (2.2%)
Ptosis Tl 6 (13.0%) i
Scarring T ) (44%)
Patient Choice for Style/Size Change T3 (28.3%)
Notes: " TSee section ILB. of this review, “Core Study Data Reportmg under

“reoperation” for descnptron of hrerarchy

Compliance of serial MRI screemng

P R e e
oo

;-

Recall that a subset of Core Study patients’ underwent serlal MRI screening for determmatron of

asymptomatic (sﬂent) rupture. For the Core Revlsron coilort 770

total 225 patients (138 of

the total 432 devices) were enrolled in the serial MRI subset cohort screenmg for asymptomatic
rupture. Of this 77 Core Revision patient subset, 72 patients (93 5%) had their first serial MRI
screening at approximately 1 year after implantation; 5 patients were lost to follow—up at this 1
year time point (6.5%). At the time of database closure there are no Core Revision patlents due
for their second serial MRI screening at approxrmately 3 years after 1mp1antat10n In summary,

there were 138 implants in 72 patients included in, ‘the MRI

subset for Core Revnsronw On a o

by-implant basis, this represents 32.0 % of the total 32’Core Revision lmplants ”Tne“ ”

findings of this MRI screening are detalled in the “Rupture sectron below

Rupture

|
}

The sponsor was asked to provide reports of all dragnostlc studies related to 1mplant rupture and
surgical operation notes of all explantations related to 1rnp1ant rupture. The followmg summary ‘

incorporates this information.

Of the 432 total Core Revision implants, 12 1mplants were lnltlally reported as “s‘uspected” o

59 104 LB

ruptured through 3 years of follow-up: 2 reported at explant/revrslon 1 reported after

rrL -

ultrasound, 1 reported at reoperation, 4 reported followrng physman exam (reported symptoms
were implant distortion, softer breast texture, decreased breast size, and paln/tenderness) and 4
reported via the MRI screening subset (described above) of 138 Core Revision 1mp1ants which
underwent MRI screening for asymptomatic rupture at 1 year followmg implantation. These

“suspected” ruptures, in some cases, underwent additional evaluation, which is deplcted in

Figure 3: Flowchart of Rupture—Core Revision ‘below. The following text in this section
explains the sponsor’s characterizations of these suspected ruptures as shown in Frgure 3.

Sy

Lo
R

,—»( f



P020056 Inamed Clinical Summary Memorandum

‘The two implants reported as suspected ruptured at e)éplant were in the same patient. " This
patient noted nodules in one breast and a bulge in the other breast, An ultrasound evaluation was
performed which showed extracapsular - free silicone in the breast wrth nodules and an intact
implant in the breast with a bulge. The patient underwent explantatron by another physrc1an and
the explant report is pendlng, the sponsor ¢ classifies these as “unconfirmed.” Ihese(.rwrpplants
have not been returned to the sponsor as part of the Dev1ce Retrleval Study S
For the 1 implant reported as suspeoted ruptured Via ultrasound the patient had cornpiained‘of
itchiness of the breast prior to the ultrasound. At explant, the implant was reported as not
ruptured. This implant was returned to the sponsor for IﬂlCI‘OSCOplC evaluation as part of the
Device Retrieval Study and found to be “intact and funct10na1 ”?

L P

For the 1 implant reported as suspicious for rupture at reoperatron the patrent had béen involved
in a motor vehicle accident and had trauma to the right breast w1th a normal phy51ca1 o
examination. An MRI was obtamed whrch showed ev1dence of rupture and at explant an

intracapsular rupture was oted. B i

s <. N . £0 L, el et e
{

Of the 4 implants reported as suspected ruptured via physmlan exam, two were due to patlents
complalmng of softer feel of the 1mplant n one case,; physmran examination 1nd1cated no
implant palpable in the pocket, and at explant rupture was noted. In the other case, an MRI was
obtained which was read as indeterminate, and at subsequent explant, the implant was reported as
not ruptured; this implant was not returned to theé sponsdr as part of the Device Retrieval Study.
Another case of physician exam was due to a patlent complarmng of pain, palpabrhty, wrlnkhng,
and malposition. An ultrasound was suspicious for rupture ‘buta subsequent MRI indicated no
rupture. The sponsor reports this as not ruptured. For the last suspected rupture identified by
physician exam, the patient complarned of implant rlpphng and a change in size. An MRI was
obtained which indicated no rupture, and the sponsor reports this implant as not ruptured To
summarize the 4 implants suspected ruptured by physrcran exam, 2 underwent explantation (with
one of these reported as ruptured and one of these reported as not ruptured) and the other two had

MRI indicating no rupture for a total of 1 1mp1ant reported as ruptured and 3 1mp1ants reported as

not ruptured.

; e

Of the 4 suspected implant ruptures identified from M screenlng, all were asymptomatrc
and all were determined as having some ev1dence of rupture Agreernent between the Central
and Local MRI radrologlst was 98.6%. Follow-up evaluation of these 4 suspected MRI ruptures
is as follows: 3 implants were explanted and confirmed to have intracapsular rupture. The
physrcran for the remaining one rmplant does not believe the rmplant has ruptured and has
elected to continue to follow the patient. The MRI report in this case was read as having folds in
the envelope but no frank rupture by the Local radlolog1st The sponsor class1ﬁes thls 1mp1ant as
“unconfirmed.” p T o o ; -
In summary, the rupture rate reported by the sponsor 1nc1udes 8 ruptured 1mplants in 7 patients
through 3 years of follow-up: 5 confirmed via explant and 3 reported as unconfirmed. Of
the 5 confirmed implant ruptures, 3 were asymptomatlc and from the MRI screening
subset; of the 8 total reported ruptures—including those categorized as unconfirmed—4

were from the MRI screening subset. Of fhe 9 tota1 lnmpiants hlch were explanted due to
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suspicion for rupture, 5 were reported as ruptured and of these 5 ruptured implants, 3
were asymptomatic and were identified in the MRI screening subset. '
s S .
The sponsor reports a 3 year by-implant cumulative Kai)fanJMéiéf silent rupture fajfé of 2.9%
(95% CI: 0.1%, 5.7%) based on 4 implant ruptures, highlighted in grey in Figure 3. The 3 year
by-implant cumulative Kaplan-Meier overall rupture rate (including the 5 implants reported as
“confirmed ruptured” and the 3 implants repotted as “unconfirmed”) is 2.2% (95% CI: 0.7%,
3.7%). D
Recall that the MRI screening subset consisted of approximately one-third of the total Core
Revision patients and included only the first of 5 serial MRI screenings. Had there been a
greater proportion of patients screened, the rupture rate would likely be higher. =
e FE o R E STV B TRC I T RN

1 R P -
i R ;
; . . . . . o L
. i o < B B -
IS O P VP
[ X i S
i
" M
! r
17 IN
i cd
B [
o P M
¢ : L
i
4 s o
iy ~} “y
N ; ' !
; i :
> i e .
4 1 i
: N ]

It
3
} y :5& N
i B IR -
§oe o e ,
| i
} i
s
p ) o
1
: : Lo
‘ 1
i o
e
' .
. i
’ i
i - -
H e
, g B
: :
R e
0 :
- s
: IR i -
H oy s .
. ; .
s
¢
1.
i
i
|
i
~i N
H o4 o e
H ]
- .
s }
§ i
: t
) >
BY t
4. ;
b i
i {e SEEe b
i i
% ) i i
s 1
! i
4 %

‘55

& N w ’ o - ) -



P020056 Inamed Clinical Summary Memorandum

Figure 3: Flowchart of Rupture — Core Revision Cohort

Extracapsular (1 Unconfirmed)
free silicone >
2 Nodules / Bulge Ultrasound / 1 explant by
[Explant] » another
—p \ doctor
(No Rupture) s » (1 Unconfirmed)
1 Patient reported Ulttasound - Ekplant ‘ Microscopic
oo Etgft:;%ouh " > » (I Not Ruptured) Evaluation . Intact functional
1 Trauma / MVA : \ i
PE Normal MRI - Pullaway sign ' Explant :
[Reoperation] . -silicone external.to (1 Rupture)

outer lumen

Notes: 1. Information in brackets indicates method of initial suspicion of rupture reported by the sponsor.

T 2. Information in parentheses indicates final rupture status reported by the sponsor. Shading of these - - - = -~ =~

represents implants included in determination of silent rupture rate.
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Figure 3 (continued): Flowchart of Rupture — Core Revision Cohort

Physical
1 Patient reported softer Exam . ] Explant
feel of implant No implant palpable in IR q
———
{Physician Exam] pocket (1 Ruptured)
MRI1 Explant
.1 Softening of implant o (1 Not Ruptured)
[Physician Exam]' — Indeterminate for: I — ;

. rupture

1 Breast pain, palpability, : .

Wrinklingp P ’ Ultrasound MRI L .

> Rupture EE— No Rupture | —— (1 Not Ruptured)

[Physician Exam]

Notes: 1. Information in brackets indicates method of initial suspicion of rupture reported by the sponsor.
2. Information in parentheses indicates final rupture status reported by the sponsor. Shading of these
represents implants included in determination of silent rupture rate.
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Complications following implant replacement ,
Of the 24 patients (41 implants) who underwent 1mplant removal wrth replacement through 3

years, complications following replacement (in this case it is the second replacement) were
reported in 9 patients (10 implants): swellmg € patlents), redness (3 patrents) breast pain (2
patients), bruising (2 patients), capsular contracture (l patlent) infection (1 patlent), implant
malposition (1 patient), hypertrophic/abnormal s scarrrng (2 patients), and seroma/fluid
accumulation (2 patients). Note that these values are not additive because an 1mplant/patrent may ’
have reported more than one occurrence of a complication. Risk rates are not shown due to the 7
small sample. ' e B

l
D. General Complications—Core Révlsmn Cohort .

Before breast implantation, 44 of the 225 patlents ( 19. 6%) reported the followtng 46
reproductive problems: mfertlhty (9 reports) spontaneous ‘abortion (32 reports), planned
abortion (1 report), and ectopic pregnancy (4 reports). 'l‘hrough 3 years after breast 1mp1antatron ’
there were 6 patients (2.7%) reporting 7 reproductive problems 3 reports of 1nfert1l1ty 2 of these
patients reported infertility pre-implant as well), 3 reports of spontaneous abortion, and 1 report
of hysterectomy for unknown reason. Without 1nformat10n on the number of patrents attemptmg
reproduction (which was not collected in the Core Study) and without a comparlson group of
age-matched patients with similar co-morbidities, and followed for the same duratlon itis not
possible to draw definitive conclusions from these data; however the percentage of 1 patlents
reporting a problem post-implantation is lower than that pre-rmplantatlon This could be due to
less reproductive attempts or to reportlng bras

Before breast implantation, of the 122 patrents who attempted to breast feed 24 patlents (19 7%) '
reported the followrng 27 lactation problems pam (8 reports), 1nadequate milk’ productron 7
reports), mastitis requiring treatment (6 reports) mastltls not requlrmg treatment (2 reports)
excess milk production (2 reports), “baby wouldn’t nurse’ ( 1 report), and duct dlsruptlon from
previous surgery (1 report). Through 3 years after breast 1rnplantat10n, of the 9 patlents who

attempted to breast feed, 4 patients (44. 4%) reported the following 3 Tactation problems T report T

of mastitis requiring treatment and 4 reports of 1nadequate milk production. Followmg
implantation, of the 4 patients reporting a problem with [actation, all reported’ 1nadequate milk
production. Although the proportion of women with lactation problems followmg breast ‘
implantation is higher than before implantation, the numbers following rmplantatron are small
and may not be reliable. Of those women attempting to breast feed and reporting a problem with
lactation, a higher proportion reported 1nadequate milk production following 1mplantatron '
however, the numbers are small and may, therefore be unrehable ‘
Prior to breast implantation, there were 67 of 225 patlents (29 8%) who reported breast disease,
with 42 of these patients having confirmed malignant breast disease and 25 having benign
disease. Through 3 years, there were 16 patrent reports of post- 1mplant breast disease, all of
which were benign. Note that 3 of these patlents also had a pre—rmplant report of bemgn breast
disease in the same breast. ; R
Prior to breast nnplantatlon 125 of 225 patrents had a pre-lmplant mammogram The readmgs
were normal or benign in 120 of these, and conﬁrmed mahgnant in’5 patients. Tbrough 3'years
following breast implantation, 94 patients had a mammogram of whlch 7 were reported
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abnormal. Of these 7 patients abnormal mammograms, 3 patients were determined to have no
breast disease (one of these patients had a 51m11ar pre- 1mp1ant report m the same breast) and 4
were determined to have benign breast ¢ dlsease T A T

With respect to connective tissue/autoimmune diseasej (CTD), there was one patient with
confirmed rheumatoid arthritis prior to revision. Through 2 years, there was one new report ofa
CTD: a 50 year old patient developed ﬁbromyalgla 11 months after 1mp1ant rev1sron “The
sponsor was asked to provide physician notes and laboratory results to document thIS d1agnos1s
Review of this information indicates that the’ patlent S chlef complalnt was fatlgue myaTg1as
difficulty falling asleep, and difficulty staymg ‘asleep for several years (onset was not
documented) with worsening over the few months precedmg her referral to a rheumatolo gist.

Her other significant medical problems include a hrstory of 1rregular heart beat for whlch she

takes inderal and history of goiter/chronic thyroiditis prior fo her initial breast 1mp1antat10n o o

(which was for augmentation) for which she takes synthrord Her review of symptoms was
significant for denial of gastrointestinal and genltourmary symptoms. On physical exarn1nat10n
tender points were noted in the shoulders and trapezn bilaterally without evidence of synovitis of
upper or lower extremities, with tenderness over the trochanteric and anserine bursae

Laboratory results are significant for negatlve RF and ANA, ESR of 7, with a normal CBC,
LFT’s, CK, and aldolase. The patlent was glven rofecoxib and a muscle relaxant ”The reported
prevalence of fibromyalgia is 3. 4% in women and the estlmated annual 1nc1dencew reported to
be 1% per year in the general U.S. popiﬂatlon ‘Without : a control group of women w1thout ‘
implants but with similar age, demograph1cs and risk factors with which to compare
associations with breast implantation cannot be made regardlng thrs one patlent o

g

Recall that the sponsor collected CTD sxgns and symptoms from the pat1ents at basehne and at
follow-up in the Activities and Lifestyle questionnaire to assist in dbtermmmg CTD dlagnoses 1f
present. This self-administered questionnaire includes a Modified Health Assessment

Questionnaire (MHAQ), which assesses ability to perform various physical functions of da11y

living, and it includes a variety of signs and symptoms related’ to rheumatic drseases and to
general health. Of the 225 Core Revision patients, data are available for 1577 patlents (69. 8%)

These data are summarized in Table 33 below. Recall that the 1ntent10n of this questionnaire is

to identify patients who warrant additional evaluatlon and referra theumatologist. Without a
control/comparison group of patients without 1mp1ants foliowed ame duration of follow- o
up and with similar demographic characterlstlcs concluswns cannot be made from these data
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Table 33: Summary of signs/symptom categorres reported through 2 years after
implantation—Core Revision,

Sign/Symptom Pre-implant Through 2 years post-
Category ) implant
N=386" N =386
Skin' 13 (8.3%) o 24 (15.3%)
Muscle® 46 (293%) - 62 (39.5%)
Joint® 41 (26.1%) 156 (35.7%)
Neurological® 59 (37.6%) 78 (49.7%)
General’ 55 (35.0%) 66 (42.0%)
Other® 28  (17.8%) 34 (21.7%)
Gastointestinal’ 44 (28.0%) 56  (35.7%)
Urinary® 5 (3.2%) 13 (83%)

Notes: 'Includes hair loss, skin rash, facial swelling, ecchymosis, | purpura unusual brurslng,
unusual bleeding, hives, other skin problem.
Includes muscle weakness, muscle pam/aches/cramps back pain, neck parn
3Inoludes joint pain, swelhng of hands swelling of other joints, morning stiffness.

“Includes memory problems problems with thmkmg, headaches numbness/tmghng of

arms/legs, losing balance, ringing in ears.
SIncludes fever, swollen glands, welght loss, welght gam fatigue, generahzed parn "
SIncludes dry eyes, other eye problems sores in mouth, dry mouth problems with taste,
trouble swallowing.
"Includes heartburn, stomach paln/cramps nausea, vomrtrng, const1pat10n diarthea, dark
stool, blood in stool, loss of : appetite, and moderate or greater gastrorntestmal trouble.
8Inc'ludes urinating too often, problems with urination.

© 61
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E.  Additional Analyses of Safety Data—mre Revision Cohort che

The sponsor performed Cox proportional hazards regressron ana1y51s to determlne whether the
complications of reoperation, implant replacément/removal 1mp1ant rupture capsufar
contracture, and infection were associated w1th patrent age (<40 years vs. >40 years), antibiotic

pocket irrigation (yes vs. no) betadine pocket i urrgatron (yes vs. no), 1mplant placement

(submuscular vs, other), incision site (penareeiar vs. inframs ar illary vs. other) ), aev1ce

texture (smooth vs. textured), and device shape (round VS, contoured) as s ggested 1n F DA’
Guidance document on Breast Implants Th1s 1nforma was ,b 1

database closure of August 30, 2002 There were no slgmﬁcant ﬁndmgs yvrth respect to these
analyses,

F. Effectiveness—Core Rev1s10n Cohort

The sponsor did not collect breast size 1nformat10n for the rev1510n patlents
The sponsor collected both patient and phys1c:1an satlsfactlon Because ‘the | patlent satrsfactlon is
more relevant, I will omit summarizing the phys1c1an satisfaction 1nformat10n The sponsor
collected both general patient satisfaction and s ;i:sfactlon basef on pre-operatlve expectatlon of
satisfaction. With respect to general patlent satlsfactlon of the 1'73 patlent (of 225) ‘who
completed this questionnaire at years, there was a small dw ne in mean satlsfactlon from the 0-4
week timepoint of 4.4 (SD 0.8) to 4.4 (SD 1. 1) at2’ years “With't respect to patlent satlsfactlon

compared to pre-operative expectation of satisfaction, of the 129 of” 225 patients (5§ 4%) who

responded to these patient satisfaction questlons the majorlty of patlents reported belng satrsﬁed
or very satisfied with their implants at both 1 and 2 years post-lmplant At 2 years, a
approximately 10.1% of these patients reported belng dissatisfied or very drssatlsﬁed with 9.3%
reporting being neutral regarding their satisfaction compared to theiry pre—operatlve expectat1ons
There were small but statistically significant declines in mean patrent satlsfactlon at both 1 and 2
years compared to pre-operative expectatlons of satlsfactlon The mean pre-operatlve

St i S A e

expectation of satisfaction value of 4.7 (SD' 0 5) was compared t04.2 (SD I 1y at 2 yearsw o

With respect to Health Status Questlonnalre (SF-36 and MOS-ZO) the core rev151on cohort
reported statistically significantly hlgher leveis at ‘baseline compared to normative populatron N
data for all subscales of the SF-36. At2 years all subscales dechnedhfor the reylslon cohort but
were still either higher or comparable to normative populatlon values. 4 o
results of selected health status measures. Note that most of the changes even those that are ’

worse, are small. o T

¥
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Table 34: Summary of selected health status/QOL measures—Core Revision Cohort. 1\

Assessment Method | Statistically Direction of Change
significant change in
pre- to 2 year post-
| implant score

SF-36 Role Emotional | Yes - ‘ Worse
SF-36 Role Physical -~~~ - - - [No Worse

{ SF-36 General Health | Yes , Worse
SF-36 Pain ~ INo Worse
SF-36 Social | Yes Worse
SF-36 Physical - I No o Worse
Vitality | No Worse
Mental Health e o 1Yes | Worse
MOS-20 Health Perceptrons " 7] Yes Worse
MOS-20 Physical Functioning= No - ’ Worse
MOS-20 Role Functioning : No | Worse
MOS-20 Social Functioning No V | Worse
MOS-20 Mental Health | Yes.. | Worse
TSCS Physical Self B | Yes | Worse
Rosenberg Self Esteem ’ Yes Worse
Semantic Differential | No No Change
Body Esteem-Total Score | No Worse
Body Esteem-Sexual Attractlveness No | Better
Body Esteem-Weight Concern | No / Worse

Body Esteem-Physical Condition Yes 4 Worse

VI. ADJUNCT STUDY RESULTS—-RECONSTRUCTlON
A. Patient Disposition—Adjunct Reconstructlon Cohort

"
o

Enrollment of the reconstruction patients in the Adjunct Study occurred between December of
1997 and August of 2002, with a date of database closure of August 30 2002 Recall that there
is no enrollment limit set for thlS study, as it was intended to prov1de access to breast 1mplants
(silicone gel-filled implants were the only breast implants available at the trme) while collectmg
short-term local comphcatlons therefore, enrollment and follow—up is ongomg The follow—up
period for this study is 5 years after 1mplantat10n h

There were 15,465 reconstruction patlents (26 935 1mplants) enrolled for the purpose of
unilateral or bilateral breast reconstruction by 1,272 prrncrple rnvestlgators at 2, 355 srtes

Because follow-up visits are at 1, 3, and 5 years and the first pat1ent enrolled in the amended
protocol was in May of 1998, the maximum duratlon of follow-up from regularly scheduled
visits is 3 years. Of the 15,465 patients, lOflS pat1ents (67 6%) had reached thelr 1 year follow-
up visit and 2,567 patients (16.6%) had reache  their 3 year follow—up v1s1t (1nc ud1ng a 6 month
window) at the time of database closure Patlent dlsposmon at' | and 3 years is summarrzed in"
Table 35 below. The majority of deaths reported are those of recurrent or metastat1c breast
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cancer and appear to be unrelated to the 1mp1ants ' The follow-up rate in th1s study is less than
optimal. o N

NN

Table 35:  Cumulative Patient dlsposmon at 1 and 3 years on'a by—patlentbasisLAdJunct -
Reconstruction Cohort D ST
N ST Y L WA S D N AN Cres 2 N PR
1 Year | 3 Years o

Theoretical Follow-up 110,453 patients | 2, 567 patients

Expected Follow-up* 110,291 2,482
Actual Follow-up (%)’ 5,537 (53.8%) | 670 (27.0%)

Total Withdrawals® __l4v916 1,897 ‘

Deaths” 128 16

Implant Removal without Replacement™® | 134 - |69

Lost to follow-up 4,754 ' 1,812

Notes: 'Based on follow-up to 14 months for he 1 year V1$1t and 38 months for the 3 year visit
due to an additional 2 month window. .~ - ‘
2Expected follow-up is theoretrcal mlnus deaths and 1mp1ant removals W1thout
replacement. -
3Percent follow-up is actual divided by expected follow-up.

“Includes deaths, implant removals without replacement and lost to foIlow-up ,
>Based on follow-up to 18 months for the 1 year visit and 42 months for the 3 year visit.
SDefined as removal without replacement of all study 1mplants
Includes patients who discontinued by choice.

"?“ S T e v

K‘on Cohort / \
All product styles were used in this cohort. The. three most common styles used in descendlng
order are style 153 (textured, contoured, 31 7%) style lIO (round textured 23, 9%) and style 40
(round, smooth, 20.2%). Textured implants were used in approxxmately two-thirds of the cases.
Styles 10 and 20 were used in a mmlmal of cases Intraoperatlve comphcatlons were reported in
95 of the patients.

B.  Demographic/Baseline Characternstncs—f-Admnct Recon‘ tr

- g
[

W1th respect to demographlc charactenstlcs, the medlan age 1s 44 years (range 14 to 98 years)
because the Core Study has a minimal age of 183 years hsted as an mclusmn crltena while the
Adjunct Study has no minimal age limit specrﬁed in the 1ncIus1on cr1ter1a o

[P SR

o

H

{

/e‘wm i

C. Local Compllcatlons-—-Adjunct Reco tructlon R

l

Table 36 summarizes the 3 year cumulatlve Kapian-Merer (KM) rlsk rates of ﬁrst occurrence
occurring in > 1% of patients, reported on a by-pat1ent ba31s

" 64
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Table 36: By patient cumulative Kaplan-Meler (KM) risk rates of first occurrence (95%
confidence 1nterval) of Tocal comphcatrons occurring in > 1%” at 3 years of
follow-up—Adjunct Reconstructwn Cohort,

“Adjunct Reconstruction |
N= =154 465 Patrents
(14.4%, 18.2%)
Breast Pain' (6.5%, 9.3%)
Bruising 2.1%,  3.6%)
Capsular Contracture IINIV (15.7%, 19.4%)
| Capsule Calcification’ (23%,  4.2%)
Hematoma (0.8%, 2.1%)
Hypertrophic Scamng (5.7%, 8.1%)
Implant Extrusion (0.6%,  2.0%)
Implant Malposition' (7.1%,  9.9%)
Implant Rupture’ (0.9%,  2.4%)
Infection (1.7%, 3.4%)
Irritation 0.5%,  1.5%)
Lymphadenopathy (0.8%, 2.2%)
Nipple Complications™ (5.8%, 84%)
Other (23%,  4.4%)
Palpability/Visibility' (10.2%, 13.4%)
Pneumothorax (0.4%, 1.7%)
Redness , (2.9%,  4.7%)
Removal/Replacement (26.1%, 30.3%)
Reoperation (42.0%, 46.2%)
Seroma (1.1%,  2.5%)
Skin Sensation Changes '~ 2%,  3.7%)
Skin Rash ' (1.0%, 2.4%)
Swelling . |6, (5.2%, 7.3%)
Tissue/SkinNecrosis . 113% 0.7%,  1.9%)
Wrinkling/Rippling 9.4% (7.9%, _ 10. 8%)‘

Notes: 'Includes reports of only > moderate severrty for the comphcatlons of asymmetry, breast
pain, capsule calcification, delayed Wound healing, implant rnalposmon
irritation/inflammation, loss of nipple sensatron nipple comphcatrons
palpab111ty/v1s1b1hty, skin sensation changes and wrmkhng
“Delayed wound healing (0.8%) not shown. : ‘ )

3There were 45 implants reported as ruptured i m 36 patrents through 3 years '
Ref ers to nipple paresthesia, hypersensmvrty, or Ioss of nipple sensatlon ‘
SRefers to skin paresthesia or hypersensrtrvrty

With respect to reoperation, there were 2 034 pat1ents (2 577 1mplants) through 3 years
experiencing at least one reoperatron Most patrents underwent one reoperation (88. 5% of
reoperations). There were a total of 2,341 reoperatrons perforrned in this cohort of patrents (
Although the sponsor collected the 1ndlcat10n and type of reoperatron procedure they d1d not

fJ’f‘165”~' « PR
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provide thrs information. Given that the percentfollow—up is S0 low for this cohort these data

by

may not be rehable and therefore Wlll not b quested

capsular contracture malposition, and wrmklmg

D.  Effectiveness—Adjunct Reconstructlon Cohort o
The sponsor collected both patient and physrc1an satrsfactlon Because the patlent satrsfactlon is
more relevant, I will omit the physrcran satrsfactron 1nformat10n The number of pat1ents
completing satisfaction case report forms was not provrded by the sponsor. Of the patients
responding to patient satisfaction questions, at both 1 and 3 years approxrmately 80% of the
patients reported being satlsfied or deﬁmtely satrsﬁed Approx1mately 7% of patients at 1 and 3
years reported being definitely or somewhat dlssatrsﬁed \ .

P LU

VIL. ADJUNCT STUDY—REVISION =~~~ "
A. Patient Dlsposntlon—-—AdJunct Revnslon Cohort

DR

Enrollment of the revision patients in the AdJunct Study occurred between April of 1998 and
August of 2002, with a date of database closure of August 30, 2002 Recall that there isno
enrollment limit set for this study, as it was 1ntended to prov1de access to breast implants
(silicone gel-filled implants were the only bréast implants available at the tlme) while collecting
short-term local cornphcatlons therefore, enrollment and follow-up is ongoing. The follow-up
“period for this study is 5 years after 1mplantat10n . o
e u;@ :

There were 9,902 patients 1mplanted/enrolled for the purpose of revision of an exrstlng 1mplant
(and in some cases wrth contralateral augmentatlon) by 1, 272 prmcrple 1nvest1gators and 2,355
1nclus1on/exclus10n criteria violations, the sponsor is reportlng on9, 881 patlents (19 099
implants). . :

< M

(1nclud1ng a 6 month wmdow) at the time of database closure ‘Patlent' dlsposmon at 1and 3
years is summarized in Table 37 below. There were 14 deaths reported through 3. years (+6
months) due the following: 5 due to cancer (2%6‘ ast l lung, l bram &and 1 unknown prlmary) 3

failure, and 1 due to stroke. The follow-up 14
that of the Adjunct Reconstruction Study.

i “"66 e
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fable 37 Cumulative patient disposition at 1 and 3 years on a by-patient basis—Adjunct
Revision Cohort. - : (

PRETEN Seci s

Lot it b8 Bt Tn onen Bl ey i

S S AN
1 Year Years

Theoretical Follow-up! 732 [2,365
Expected Foll«aw—up2 7,244 2,310

Actual Follow-up (%)’ 3,180 (43.9%) 260 (19.9%)

Total Withdrawals 4,142 1,905

Deaths’ |10 s

Implant Removal without Replacement™ | 68, . |50

Lost to follow-up’ 4,064 1,850

Notes: 'Based on follow-up to 14 months for the 1 year visit and 38 months for the 3 year visit
due to an additional 2 month window. =~ 7
*Expected follow-up is theoretical minus deaths and implant removals without
replacement. L e
*Percent follow-up is actual divided by expected follow-up. -
*Includes deaths, implant removals without replacement, and lost to follow-up. |
*Based on follow-up to 18 months for the 1 year visit and 42 months for the 3 year visit.
*Defined as removal without replacement of all study implants,
"Includes patients who discontinued by choice. "
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B.  Demographic/Baseline Characteristics—Adjunct Rev1s1onCohort 1 o ,
With respect to demographic characteristics, the median age of 44 years (range 18 to 88 years) is
similar to that of the Core Revision Cohort. All product styles were used in this cohort. The
three most common styles used in descending order are style 40 (round, smooth, 31.3%), style
110 (round, textured, 29.9%), and style 45 (round, smooth, 14:3%)." Styles 10 and 12 were used
in a minimal of cases. Intraoperative complications were reported in 54 patients.

H

C. Local Complications——-Adjunict:'Igéifiéibﬁ Cohort o

Table 38 summarizes the cumulative 3 year KMnsk ratQ§ of Vflilﬁ}Sfivagglggeﬂfl\iC@ oflocé] -
complications. S \ \ ‘
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Table 38: By patient cumulative Kaplan—Meler (KM) risk rates of first occurrence 95%
confidence 1nterval) of local comphca’uons1 occurring in > 1% at 3 years of
follow-up—Adjunci Révision Cohort.

ST N LT S

Adjunct Revi‘sionh"
N =9 881 Patlents
0%
. : (7.9%,
Breast Pain" o 17.8% (6.1%, .
Bruising ’ ' 0 3.2% 1 (2.6%,  3.8%)
Capsular Contracture [II/IV O 120.0% (17.6%, 22.3%)
Capsule Calcification' o 134% (2.3%, 4.5%)
Hypertrophic Scarring | 4.4% (3.4%, 5.4%)
Implant Malposition' 7.3% (5.6%,  8.9%)
Implant Rupture’ C127% (1.4%, 3.9%)
Infection D 1.4% (0.9%, 2.0%)
Lymphadenopathy | L.5% (0.8%, 22%)
| Nipple Complications™* o 155% (4.1%,  6.9%)
Other o [23% (1.6%, 3.1%)
Palpability/Visibility! ~ 13.6% (11.4%  15.8%)
Redness = D 6% (1.7%,  3.4%)
Removal/Replacement | 24.1% (21.7%, 26.5%)
Reoperation Lo |34.5% | (B1.9%, 37.0%)
Seroma T 15% 1(0.7%, 2.2%)
Skin Sensation Changes'™ 2.0% (1.2%,  2.8%)
Skin Rash 4 1 1L.9% (1.0%, 2.8%)
Swelling . 16.1% (5.0%, 7.2%)
Wrinkling/Rippling’ 10.6% (8.7%, 12. 5%)

Notes: 'Includes reports of only > moderate seventy for the’ comphcatlons of : asymmetry, breast
pain, capsule calcification, delayed wound healmg, 1rnp1ant malposmon
irritation/inflammation, loss of mpple sensation, mpple comphcatmns V
palpablhty/vrsrbﬂlty, skin sensation changes, and wrmkhng B “

*Delayed wound healing (0.6%), hematoma (0. 9%) 1mplant extrusmn (O 6%) 1rr1tat10n \
(0.4%), pneumothorax (0.5%), tlssuefskln necrosis (0.9%), not shown. : o
3There were 45 implants reported as ruptured in 36 patients through 3 years

*Refers to nipple paresthesia, hypersefisitivity, or loss of mpple sensation.

SRefers to skin paresthesia or hypersens1t1v1ty

TN

With respect to reoperation, there were 892 patlents ( 1 248 1mp1ants) experlenclng at least one
reoperation procedure through 3 years. Most patients underwent one reoperatlon (91 4%) There
were a total of 982 reoperations performed in this cohort of pat1ents Although the sponsor
collected the indication and type of reoperat1on procedure they did not prov1de this information.
Given that the percent follow-up is so low for this cohort these data  may not be rehable and,
therefore, will not be requested.
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There were 28 patients (36 implants) experlencmg at least one complication followmg implant
replacement. The major types of comphcatlons in thrs respect were visibility, followed by
palpability, wrmklmg, and capsular contracture

D. Effectiveness—Adjunct Rev1s10n Cohort “ ’ '

The sponsor collected both patient and physrc1an satrsfactlon Because the patlent satlsfactlon is
more relevant, I will omit the physician sat1sfact1on 1nformat10n The number of pat1ents
completing satisfaction case report forms was not prov1ded by the sponsor. Of the patients
responding to patient satisfaction questions, at both 1and3 years, approx1mately 80% of patients
reported being satisfied or definitely satisfied at both 1 and 3 years. Approx1rnate1y 10% of
patients reported being definitely or somewhat dlssausﬁed at both 1 and 3 years. A

VIIL. 1990 STUDY SUMMARY

The McGhan 1990 Mammary Implant Study (AR 90 Study) was a prospectlve open label study
which collected local complications safety mformatron Thls study utilized 11 styles of 1mplants
only 4 of which the sponsor is currently seeklng approval in this PMA ‘style 40 (73 augmentat1on
implants), style 110 (230 augmentation and 3 reconstruction 1mplants) style 120 (78
augmentation and 2 reconstruction 1mplants) and style 15 (27 re nstructron 1mplants) There
were 547 augmentatlon pauents (1,093 1mplants), and 29 S on pat1ents (43 1mplants)
included in the sponsor’s report for all 1mplant styles “Of the 1mplant styles for wh1ch the
sponsor is seeking approval, there are 381 augmentauon 1mplants in 192 patrents and 32 4
reconstruction implants in 23 pat1ents The medlan age for the entlre cohort is 31 years for the
augmentation patients, and 43 years for the reconstructron patlents

not performed due to reports of rupture/leaka ge/necr051s/extru51on associated w1th these
practices. Follow-up rates at 5 years were ap| prommately 70% for ‘augmentation patrents and
78% for reconstruction patients. There were 3 augmentat1on deaths (1 due to su1clde and 2 to
lung cancer), and no reconstruction pat1ent deaths Because of the small number of
reconstruction patients, the focus of this sumtnary will be on the augmentatlon group ‘Table 39
below summarizes selected KM risk rates at’ 54 years for the augmentatlon patients in the AR 90
Study, including only those implant styles for wh1ch the sponsor is’ seeklng approval
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Table 39: By patient cumulative KM r1sl< rates of ﬁrst occurrence (95% CI) of selected
complications in augmentatron patrents for styles 40,110, 120, and l53)

Complication : A90 Study

S 5 Years ,

, .-N =192 Patients

| | Rate (95% CI) T

Reoperation 1263% 1 (19.5%,  33.1%)
Breast Pain . 125.8% 1 (18.8%, 32.7%)
Palpability/ Visibility | 233% | (16.7%, _30.0%)
Wrinkling 12.8% 1(7.6%, 18.0%)
Asymmetry 1 15.3% 9.5%, 21.1%)
Loss of Nipple Sensation O 1172% (11.5%, 22.9%)
Nipple Paresthesia ‘ 120.2% (14.1%, 263%)
Skin Paresthesia ‘ B | 152% 1 (9.7%,  20.6%)
Capsular Contracture 1 14.9% (9.2%,  20.7%)
Removal/ Replacement ] 11.5% 1(6.4%, 16.5%)
Rupture ~[4.0% 105%, 7.6%)
Infection B 1§l%’ B \ (0.0%, 2.5%)

o

IX. HEALTHEFFECTSIN THE LrTEiiATURE

Because the Core and Adjunct Studies are desrgned to collect prrmarlly local comphcatlons the
sponsor provided a summary of the historical publrshed lrterature to address the potentral long
term and general health effects of the 1mplants focusmg ona Summary of” the lrterature from
1991-2002. In preparation for this PMA sub' ssion, FDA condu ed its own search of the
published literature from 1998 to 2002 to assess the srgnrﬁcant publrcatlons pubhshed since the
IOM report (Institute of Medicine National A ( ‘}my Press, 2000). The followrng toplcs were )
searched in relation to breast implants: silent rupture gel mrgratroh 1mag1ng, neurologrcal '
diseases, cancer, pediatric/offspring effects, connectrve tissue dlsease 1nclud1ng ﬁbromyalgra
lactation, and pregnancy/reproduction. The followrng is a brief s summary of the lOM report
findings and a summary of significant reference"s pubhshed following the TOM' report to 2002
based on this literature search.

F N I T Te P N L T

A. Lactation 7 o S

There is concern both about the quality and quantrty of breast mllk followmg breast rmplantauon.

Since the IOM report, there havé been no substantrally new studres to address this 1 1ssue The few
studres pubhshed to address quallty, measured srllcon in breast 1lk/and found s1m11ar or lower

rrrrrr

formula. The few studies regarding quantlty in women Wlth erther srhcone or salme breast
implants are retrospective and indicate that lactatron 1nsufﬁc1ency is reported in 28 to 64% of
women, particularly with the periareolar approach These rates are comparable to that reported in
the Core Study. ‘

;
. e,g;,o«»w ? I T

B. Pregnancy/Reproductron/Pedlatnc/ prmg E?fects o
Concern regarding an association of esophageal disease it 1n ch{ldren mothered by women with
implants and immune effects in chlldren of mothers wrth 1mplants has been expressed The IOM

. i
o
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report concluded that evidence for an assocratlon of maternal srhcone breast 1mplants and
children’s health effects is. insufficient or ﬂaWed and that no brologrcally plausrble causation has
been suggested. The IOM report addrtronally concluded that evidence of toxic effects of silicone
during or after pregnancy is lacking. Since that report, three pubhcatrons have been published
which address this issue: Kjoller et al., 2002; Signorello, et al. 2001; T*‘ryzek et al., 2000, and
Brinton, et al., 2000. Taken together, these pubhcatrons do not indicate a greater r1sk of m
reproductive risk, congenital malformation, or immune effects in chrldren of women with
implants compared to women undergoing breast reductron surgery or ‘other | cosmetrc surgery
procedures.

C. Cancer :

With respect to breast cancer, the IOM concluded that there are sufﬁ01ent studles w1th i
consistent and convincing findings of no association between breast cancer and 1mplants ina
cosmetic population. IOM further concluded that the data indicate that 1mplants do not increase
breast cancer recurrence rates or decrease’ survrval rates 1n patrents after reconstructlon wrth
implants. Following the IOM report, Brlntoh LA et al., 2000 reported ona retrospectlve ’
cohort of 13,488 patients who underwent cosmetrc breast 1mplant surgery, rev1ewmg
questionnaires and death certificates to assess long term’ health effects, and comparmg findmgs to
general population rates and to an internal comparrson group of 3, 936 patlents undergorng other,
non-breast implant cosmetic surgery at the safne phys1c1an practlces Although breast tumors
tended to be detected at a somewhat later’ stage among breast 1mplant recrprents compared to the
internal comparison group, the difference was not statrstlcally s1gn1ﬁcant nor was there any
significant difference in breast cancer mortality between the two groups. The authors concluded
that breast implants do not appear to alter the risk of subsequent breast cancer 1n a cosmetrc

population.

With respect to other cancers, the IOM concluded that there is insufficient ev1dence for an
association between silicone breast 1mplant7 and multrple myeloma, monoclonal gammopathy of
undetermined significance (MGUS) solid tumors, or lymphoma Followrng the IOM report,
Brinton, LA, et al., 2001 reported on the same cohort descn ed above Whlle like previous
investigations, hrgher risks of cervical, vulvar and Iung cancers among women w1th cosmetic
implants compared to the general populatron were found, when compared to the rnternal control
population of non-implant cosmetic surgery, only the risk of lung cancer (RR =2. 23) Was
statistically higher, and the risk of brain cancer (specrﬁcally ghoblastoma multrforme) was
elevated (RR = 2.83) but not statlstlcally hlgher ‘The authors ; state that because these elevated
risks were defined on the basis of death certlﬁcates, mterpretatlon requrres caution. ' With respect
to MGUS, Karlson, EW, et al., 2001 conducted a retrospective study of the Nurses Health
Study to assess the risk of MGUS compared to age—matched non—1mplant exposed women "The
authors found no substantial increase in MGUS in women exposed to breast rmplants

In another related reference by Brinton, LA, et al,, 2001 regardmg mortahty among ‘the same
cohort of patients, indicated a hlgher overall mortahty among 1rnplant patrents compared to the
internal control patlents (RR =1 27) which" wa eﬂected by 1ncreases 1n resprratory tract cancers
(SMR = 3.03), brain cancer (SMR = 2. 25) and surclde (SMR 4, 24) o

Mellemkjaer, L, et al., 2000 reported on l 653 women who underwent cosmetlc breast 1mplant
surgery and 1,736 women attendmg the same chnrcs for other reasons dur1ng 1973 1995
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updating their previous report of 1,114 women, and followrng the women for cancer through the
Danish Cancer Registry. Standardized 1n01dence rauos of breast and other cancers was not
significantly different between these groups ;

While these studies address common cancers, rare cancer‘s cannot be adequately assessed in these
studies. For example, Gaudet’s, G., et al., 2(302 case report of 2 patients with anaplastrc large
cell T-cell lymphoma of the breast--an unusual type of breast lymphoma consrderlng that breast
lymphoma is a rare entity in itself and consists mostly of B-cell lymphomas in older women—
cannot be confirmed with the above epldernrologlc studies. Note at the sponsor collected
information on breast cancer in the Core Study. This study was not desrgned to coﬂect ‘

information on other cancers. L

D.  Connective Tissue Dlsease mcludmg Flbromyalgla R
silicone breast implants with CTD or with atyprcal CTD there bave been no studres in the
published literature to date which suggest an assocratron of breast 1mp1ants ‘with a specrﬁc CTD
In searching the medical literature from 1998 to 2002 there have been afew srgmﬁcant
epidemiological studies published which relat ‘to this issue and whrch are summarrZed below.

Kjoller, et al., 2001 published a retrospective case-control study conducted from 1977 to 1994 of
the prevalence of CTD conditions in women Wrth cosrnetlc 1mplants and Wlthout 1mp1ants in 8 of
27 plastic surgery clinics in Denmark comparmg them to that reported for hospltahzed patients >
in the Danish National Registry of Patients. The authors found no excess of deﬁmte CTD in the
implant cohort. For unspecified theumatism, statrstrcally srgmﬁcant excesses were observed for
both the implant and control cohorts when compared wrth natronal rates

it
i i

Englert, et al., 2001 reported a populatron—based retrospectrve case-control study to deterrnrne
the incidence and/or prevalence of autormmune and CTD in female residents of Sydney,
Australia in women with augmentatron marnmoplasty compared with females W1th non-srhcone
associated plastic surgery between 1979 and ‘1983 There was no drfference m the occurrence of
CTD or CTD-related parameters (such as carpal funnel syndrome drgrtal vasospasm sicca
symptoms, tendonitis, livedo reticularis, abnormal nailfold caplllaroscopy) thyrord drsorders
fibromyalgia, or multrple sclerosrs between cohorts Axrllary adenopathy and Iow trter positive
antinuclear antibody (ANA) occurred with’ srgnrﬁcantly greater frequency in the cases Higher
titers of ANA, which is clinically more s1gn1ﬁcant than low titer ANA, were not srgmﬁcantly
different between the groups. Note that this reference was not provrded and not 1ncluded in the
sponsor’s PMA; however, an earlier pubhcatron by the author was 1ncluded T

Fryzek, et al., 2001 published a retrospectrve cohort study of 28 self-reported symptoms
(ranging from pamful joints to constipation) i m women with cosmetic breast 1mp1ants and with
cosmetic breast reduction surgery between 1965 and 1993 taken from the Swedrsh Inpatrent
Registry. Questionnaire completion rates were 65% and 2% for these respectrve cohorts
Symptoms were more frequently reported by the ‘women  with implants compared to those with
breast reduction. This study was funded by Dow—Cornrng Corporatron

On the issue of a new or undifferentiated CTD assocrated wrth breast 1mpla:nts Lamg, et al., /
2001 published a retrospective case-control s study of women dlagnosed wrth undlfferentrated ‘
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connective tissue disease (UCTD) between l9u and 1992 and e exposures to smcone-contammg

and non-silicone-containing medical dev1ces in Mrchrgan and Ohio. 205 UCTD cases and 2 095
controls selected by random digit dialing ¥ were ‘selected. When all srhcone contarmng devices
(including shunts and catheters) are consrdefed a 51gn1ﬁcant association was observed (odds
ratio, OR, 2.81); however, the OR for exposure to breast 1mplants was increased but not
significantly (OR 2. 22), even when multrple adjustments were made ThlS study was funded in
part, by Dow-Corning Corporation. - ' :

On the issue of fibromyalgia (FM) and breast 1mplants Wolfe, et al 1999 reported acase-
control study of patients seen at the Arthritis Research Center at the Umver51ty of Kansas' School
of Medicine between 1991 and 1994, 464 patrents with RA, 508 with FM, and 261 with ~
osteoarthritis (OA) were compared to 503 randomly selected controls The authors prevrously

e e
43 1 + fomta amd DA AR G A
reported in an abstract in1995 the lack of assomauon of breast implants and RA, OA, and FM.

The current study formally presented the data in the 1995 study No association between pre-
disease silicone filled breast implantation and FM was detected regardless of the control group
used (OR 1.22). No association was found W1th RA as well (OR 1.66) cornpared to the
combined control groups. The lead author for’thls report has been retained as an expert witness
by Dow Chemical. ®

On the issue of FM, Lai, et al., 2000 examlned the medrcal records ina s1ngle rheumatology
practice in Atlanta of 2500 women seen betWeen 1986 and 1992 in this uncontrolled
retrospective cohort study. Univariate and multlvarlate regressmn analyses 1nd1cated srgmﬁcant
associations between FM and hypermobility (OR 2.2), and between hypermob1l1ty and breast ,
implantation (OR 1.8), but no association was found between breast 1mplantat10n and subsequent ’
FM (OR 0.74). Brown, et al., 2002 evaluated self-reported M dragnosrs in women with and |
without ruptured silicone breast unplants in thls uncontrolled retrospectlve cohort study ‘Women
with extra-capsular gel noted on MRI examination were twice as likely to report a dlagnosrs of
FM (OR 2.7) compared to women without extracapsular gel noted on MRIL

A reference published by Janowsky, et al., 2000‘,and not crted by Inamed Corporatron in their
PMA, summarized the previously published dat ) 1 reast implants in a meta-analy51s ’
No associations were found between breast 1mplants in general, cone gel—ﬁlled breast
implants specifically, and individual CTD’s, all deﬁmte CTD’s combmed or other rheumat1c or
autoimmune conditions. S Ty

H

With respect to autoantibody development followrng breast nnplantatron Karlson, et al 1999
studied women from the prospective cohort of the Nurse’s Health Study ‘The authors randomly -
selected 200 women who had been exposed to silicone breast 1mplants and who never reported a
CTD during 14 years of follow-up and 500 age-matched nonexposed women, 1nclud1ng some
women with definite CTD, some with at least one symptom of a CTD, and healthy controls
There were no statistically significantly h1gher levels of autoantibodies in women w1th 1mp1ants
compared to healthy controls with the exceptlon of anti- ssDNA antrbod1es wlnch has an
unknown clinical relevance. Another study by Karlson, et al., 2001 evaluated \ women selected
from the run-in phase of the Women’s Health Study for autoantlbodres and serologlc factors
suggesting immune activation. The authors found isolated decreased complement levels C3 and
C4 in women with breast 1mplants compared to women w1thout breast 1mplants and to women

73



T
TTTE

i

P020056 Inamed Clinical Summary Mem‘or.%haum

with diabetes, without corresponding elevatrons in antrnuclear antrbody levels or of elevated
monoclonal immunoglobulin levels, suggestrng a spurrous ﬁndmg o

In summary, the published lrterature followmg the IOM report does not support an assocratron of
breast implants and CTD. This literature cannot completely address rare diseases, such as CTDs.
There are references which suggest that there may be a subset of v women with breast 1mplants ”
who may be more susceptible to havmg FM; however, the characterrstrcs whrc” def'rne this

subset has not been defined, and these ﬁndrngs have not been conﬁrmed

3o
[

E. Neurological Disease

The IOM concluded that the available studles suggestmg an assocratron with neurologrcal
disease—with the exception of local nerve compression due to 1mplant rupture and ' mlgratron—-—
have deficits which limit conclusions to be drawn from them, and that the evidence for a
neurologrcal disease or syndrome caused by or assomated w1th silicone breast 1mplants is
insufficient or flawed. Since the IOM report Wmther, JF, et al% ﬁﬂl pubhshed addltlonal
follow-up of the Danish cohort of 1 653 women with cosmetrc breast 1mplant surgery at pr1vate
clinics in Denmark compared to a compansoﬁ &ohort of 1 ,736 wornen who underwent other
types of cosmetic procedures. No increased risks for neurologrcal drsorders were found in the
breast implant recipients. Note that these stud1es are hmrted in that 1 rare d1sorders cannot be \
addressed.

F. Rupture/Gel Migration ‘ V ’ | o
With respect to gel-filled breast implants and rupture, the IOM report contams prrmarrly ’
retrospective explant or MRI cohorts, which were reported through 1999. Estimates of rupture
for gel implants cited in the IOM report ranged from 0.3-77%. The IOM estlmated that
approximately less than 10% of modem gel 1mp1ants would have ruptured by five years and that
ruptures would continue to accumulate and prevalence would increase over time. They also
stated that silicone gel fluid permeation of the shell seems to have a deletenous effect on 1mp1ant
durability. : :

Since the IOM report, Brown SL, et al., 2000 pubhshed a study of an unreferred populatron of
women with implants of varying ages frorn varyrng manufacturers who underwent MRI '
screening for detection of rupture. The median age of implants in this study was 16. 5 years
(range of 6.4 to 28.0 years) and the majority of women had 1mp1ants for augmentatlon The
authors found 68.6% of the women (55% of implants) had at least one ruptured implant when a
consensus of radiologists’ determination is used to define rupture. Of those ruptured 1mplants in
which the manufacturer was known, 10% were McGhan 1mp1ants

In a similar study, Holmich, LR, et al., 2001 reports ona cohort of 271 women wrth 533
cosmetic breast 1mplants who were randomly selected from 4 plastic surgery clinics i in Denrnark

to undergo MRI screening for rupture. The authors found that overall, 26% of 1mp1ants in36% -

of the women examined were found to be ruptured and an addrtronal 6% of 1mp1ants were
possibly ruptured. Of the ruptured 1mp1ants 22% were extracapsular and these were
significantly associated with a history of closed capsulotomy. B '

With respect to silicone gel migration, there are reports of silicone” rnrgratron fo the axrlla arm, or
abdominal wall. There are a few cases reported in the literature of granulornas surroundlng
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birefringent material in axillary lymph nodes and the 1 upper extremrtres as well as local
inflammatory reactions to free sﬂlcone in ruptured 1mplants An 1nvest1gat1on by daubltz, M, et
al., 2002 discusses the finding of silicone i in the liver as estimated by magnetic resonance
spectroscopy in a selected cohort of women wrth MRI-mtaet 1mplants presumably due to gel
bleed. :

G. Breast Implant Imaging ‘

The IOM report noted MRI to be the most accurate imaging modalrty for detection of intra- and
extracapsular rupture. The literature after the IOM report on this sub] ect has not 1ndlcated new
findings. Note that interference with mammography is a known risk of breast 1mplants R
necessitating additional compresswe views and addrtronal radratlon for performmg
mammography. The sponsor’s prospective studres were not desrgned to collect data on
interference with mammography.

X. SUMMARY/CONCLUSIONS ’

With respect to local complications, Tables 40 741 and 42 s summarrze selected local
complication rates reported in all of the sponsor s prospectrve studies o 'gel filled breast
implants. Although it is not approprlate to compare ‘these rates to those reported for the
sponsor’s saline-filled breast 1mplants the rates are “similar. “With respect to the Core Study, the
sponsor’s precision for estimating the risk rate are consrstent w1th that proposed in the sample
size estimation.

ol
i .

With respect to asymptomatlc rupture, screemng for this event has been performed inonly a
subset of the patients, in only the Core’ Study, and for only the first of 5 planned serial screemngs
And yet, the majority of implant ruptures in the Core Study were detected from MRl screening,
and do not include mlcroscoplcally deterrmned ruptures. For the Core Study, of the 15 1mplant ‘
ruptures confirmed by explant, 9 implant ruptures (60%) were asymptomatic and were detected
by MRI screening at approximately one year after 1mplantat10n ina subset of 5 97 of the 1780 '
implants (33.5%) enrolled in the study. If all ruptures included in the sponsor’s rupture rate are
considered--including those classified as “unconfirmed”-- then of the 26 total 1mplant ruptures

15 implant ruptures were asymptomatic and detected only from MRI s screemng If'the” proportlon .
of patients screened for asymptomatic rupture was larger, the reported rupture rate would be -
higher as well. }
Given these limitations in the ascertainment of asymptomatic rupture, there is concefrn regardmg
the determination of both asymptomatic ruptures and the total rupture rate. Questlons to the
Panel pertaining to safety and to labehng attempt 1o describe these concerns Note that because
for the Adjunct Study and the 1990 Study, MRI screening for rupture was not performed rupture ‘
rate comparisons between these studies and the Core Study may not be approprrate '

With respect to potential general health effect (.e. not local comphcatrons) and potentral long
term health effects, the sponsor has utilized the published literature and ammal data——whlch
have inherent limitations of specificity and apphcablllty--to address these 1ssues There is
concern whether these data adequately characterize the potentlal general (1 e. non—local) health’

effects and potentlal long term health effects of the 1mplants A questlon to the Panel attempts to 4 " /

describe these concerns.
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With respect to efficacy, while the majority of those patlents respondlng to satlsfactlon

questionnaires report satisfaction with their. 1mplants, quality of life indices actually worsened
over time for the Augmentation and Rev1s1on pat1ents although these changes were smalland
were still higher when compared to normatwe ‘data. When pat1ent satlsfacuon 1s asSessed as
compared to expectation of satisfaction, mean satisfaction values worsened over tlme for all
cohorts in the Core Study Although the sponsor has collected effectlveness data the beneﬁt of “

imnlantg far o mationt ol an tndividual Ame ] 12

1pianis 101 a paticnt is m\my an individual o1e, wmul lb uuucul[ 10 quanuIy ana may not be o

approprlately grouped into a summed or mean value. Thls needs to be taken into consideration
given that the risks and benefits for an 1nd1v1dual 1ndlcat10n may dlffer and that breast
implantation is an elective procedure.

Table 40 Rv-nahenf cumulative Kanlan-Meier (M) vick ratec of ﬁI“St v

LAY ) PATANAAL Mhsiaatsiteia &u.wr-&m& LVLVLVL \L‘LV‘[} 240N LUWWYD UL
conﬁdence interval) of selected local comphcauons through 3 s~——Core
Augmentation and 1990 Study ” ‘

Core Aughientation 1990 Augmeﬁtation
N 494 Patlents __N=192 Patients
tiplice - I Rate |27 (95%
Capsular Contracture IV | 83% (5.8%, 10.9%) 9.5% (5 0%,  13.9%)
Reoperation 20.6% | (16.8%, 24.4%) | 19.9% | (13.9%, 25.8%)
Removal/replacement 7.5% (5.0%, 10.0%) | 6.3% | (2.7%, 9.8%)
ImplantRupture [ 12% | (0.1%, 22%) [0.6% | (0.0%, 1.7%)
Infection 1.0% (0.1%, 1.9%) | 1.1% | (0.0%, 2.5%)
Table 41: By-patient cumulative Kaplan Meler (KM) risk rates of first occurrence (95% -

confidence interval) of selected Tocal comphcatlons through 3 years——Core
Reconstruction and Adjunct Reconstruction.

Core Reconstruction Adj unct Reconstruction
N 221 Pat1ents ﬁaN = 15,465 Pat1ents
Capsular Contracture III/IV . 17.6% | (15. 7%, 19.4%)
Reoperation 45.9% | (36.8%, 55.1%) |44.1% | (42.0%, 30.3%)
Removal/replacement 25.3% | (16.9%, 33.6%) |28.2% |(26.1%, 30.3%)
Implant Rupture 63% | (1.3%, 11.3%) |1.6% (0.9%,  2.4%)
Infection o 2.3% | (0.0%, 54%) [2.6% | (1.7%,  3.4%)
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Table 42: By-patient cumulative Kanlgn-’Mpmr (KM sisk rateg of first occt

PEVAVEEL MRLAARAGM VY ARGPICUETIVAVENE (A%dVa ) JID0N 14D U

conﬁdence interval) of selected local cornphcatrons through 3" ears—C
Revision and Adjunct Revision.”

Core Revision Adjunct Revision

N =225 Patient. N 9,881 Patlents
. Comp %@%ﬁgs%‘CI) ks : d
Capsular Contracture NIV | 9.8% | (5.7%, 13.9%) |20.0% (17.6%, 22 3%)
Reoperation 33.4% | (26.9%, 39.8%) |[34.5% |(31.9%, 37.0%)
Removal/replacement 13.4% | (8.7%, 18.1%) |24.1% |(21.7%, 26.5%)
Implant Rupture | 36% | (1.0%, 63%) [2.7% |(1.4%, 3.9%)

Infection [28% [(0.6%, 49%) |1.4% | (0.9%,  2.0%)
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